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SUMMARY

OVERVIEW
Introduction

In 2003, Congress passed the Medicare
Prescription Drug, Improvement and
Modernization Act of 2003, Pub. L. 108-173
(Medicare Modernization Act or MMA), which for
the first time provided a prescription drug benefit
for seniors and people with disabilities. The MMA
also contained provisions that would permit the
importation of prescription drugs into the U.S. if the
Secretary of the Department of Health and Human
Services (HHS) certifies that drugs imported from
Canada pose no additional risk to public health and
safety and that such imports would provide signif-
icant cost savings to American consumers. The
MMA also requires the Secretary to conduct a
study on the importation of drugs. The conference
agreement for MMA included eleven issues for
consideration. The Surgeon General of the U.S.
Public Health Service, Dr. Richard H. Carmona, was
charged with leading a task force of senior execu-
tives across the Federal government to conduct the
analysis required by the MMA. The Task Force met
with key constituencies numerous times through-
out 2004 in public forums, received testimony from
over one hundred presenters from around the
world with all types of backgrounds, and received
over one hundred written comments providing
insight into these issues. This report is a summary
of what the Task Force reviewed from the testimo-
ny and written comments for the specific questions
posed in the MMA conference agreement and their
findings based on this evaluation.

Background

In the early years of the twentieth century, pharma-
ceuticals in the U.S. were characterized by a large
number of ineffective, often dangerous, com-
pounds, the principal ingredient of which was often
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alcohol. The invention of penicillin in the 1930s
marked the beginning of the modern era of drug
development, when scientists were able to create
powerful new chemicals that were safe and effec-
tive in killing bacteria. Since then, the world's
investment in research and development (R&D) has
produced many more safe and effective treatments
to reduce pain and inflammation, regulate the car-
diovascular system, impede the growth of cancer
cells, and provide a host of other effective therapies
for disease. The resulting discovery of new medica-
tions has enabled doctors to offer comfort for the
sick and to prescribe from an extensive array of
drugs to treat most human afflictions.

As this innovation began in the 1930s, Congress
recognized the need for a strong oversight body to
ensure that drugs were properly tested before
being given to patients. The manufacturing of
drugs needed equally rigorous oversight to ensure
that drugs were made in a safe and consistent way.
The Federal Food, Drug, and Cosmetic (FD&C) Act
of 1938 and its 1962 amendments provided that
oversight, by requiring that the U.S. Food and Drug
Administration (FDA) approve each new drug as
safe and effective before marketing and authoriz-
ing FDA to oversee the production of drugs,
whether manufactured in a U.S. facility or imported
from abroad.

By the 1980s, Congress recognized that some enti-
ties not subject to U.S. law were importing counter-
feit drugs as well as improperly handled and stored
drugs. For example, at that time, counterfeit birth
control pills found their way into the U.S. drug dis-
tribution system. These types of activities posed
significant risks to American consumers. Therefore,
in 1987, Congress passed the Prescription Drug
Marketing Act (PDMA), which, among other things,
strengthened oversight of domestic wholesalers
and added the "American goods returned” provi-
sion to the FD&C Act, which prohibits anyone
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except a drug’s manufacturer from importing into the
U.S. a prescription drug that was originally manufac-
tured in the U.S. and then sent abroad.

We recognize that there are different categories of
“imported drugs” that potentially have different lev-
els of associated risk. Currently, the only types of
legally imported drugs are: 1) those that are manu-
factured in foreign FDA-inspected facilities and
adhere to FDA-approval standards, or 2) those that
are U.S.-approved and manufactured in the U.S., sent
abroad, then imported back into the U.S. by the man-
ufacturer under proper controls and in compliance
with the FD&C Act. This latter category includes
products that are truly re-imported. In both cases, the
manufacturing process is subject to direct FDA over-
sight and the drug distribution system is “closed,”
and the manufacturer complies with FDA and other
regulations to assure that the drug delivered to the
pharmacy is of high quality.

Another category of imported drugs are those that
are manufactured in a foreign facility that also man-
ufactures the U.S.-approved version. In such a case,
FDA would have inspected the U.S.-approved manu-
facturing process, but not the unapproved production
lines; in this case, the foreign version may differ in
certain respects from the U.S.-approved version.
Although there may be significant similarities
between the two versions, because of the potential
differences and the fact that only the U.S.-approved
drugs have been shown to meet U.S standards
enforced by FDA, the foreign version cannot neces-
sarily be considered equivalent to the U.S.-approved
version.

A final category of imported drugs are unapproved
drugs that are produced in foreign facilities that FDA
has not inspected and, therefore, has no knowledge
of, or experience with, the facility. Consequently, the
safety and effectiveness of these drugs and the safe-
ty and security of their distribution systems are
unknown. These drugs pose the greatest level of con-
cern because they are not regulated within the U.S.
drug safety system and little is known to U.S. regula-
tors about the specifications to which they are made,
the processes used to ensure their safety, and the
integrity of their distribution. As the report describes,

Vil

there is ample evidence that these are the types of
drugs that consumers have received when they order
prescription drugs from some international sources
over the internet.

When a drug is imported into the U.S., FDA inspectors
are required to confirm that the drug meets the nec-
essary approval requirements. Such review of import-
ed drugs is limited by the amount of resources avail-
able, given the substantial amount of legal and illegal
prescription drugs that are imported daily. If there is
a question of whether the drug can legally be import-
ed and, thus, raises safety questions, FDA has the
authority to detain the product and gives the
importer several days to demonstrate the drug's
acceptability (or, failing that, the drug is either
refused admission and returned to its foreign source,
if known, or destroyed.)

The conclusion of Congress reflected in current law is
that the safety and effectiveness of imported drugs
can only be assured for drugs legally imported into
the U.S., as described above.  In these cases, the
chain of custody is known for a U.S.-approved drug
manufactured in an FDA-inspected facility using FDA-
approved methods as it travels through the U.S. dis-
tribution system. Much of the current public debate
about the safety of broader importation comes down
to issues regarding the additional oversight authori-
ties, resources, and foreign government support that
would be needed to assure the safety and effective-
ness of other types of drugs, principally foreign drug
purchases from international internet operations that
are not subject to FDA's regulatory oversight.

Since the FD&C Act's passage in 1938, American citi-
zens returning from overseas with foreign drugs have
been advised that most of these drugs are not legal,
but, as a matter of enforcement discretion, FDA has
generally allowed those citizens to bring in small
quantities for their personal use and advised them to
consult with their physician. FDA created this
enforcement discretion policy to allow American res-
idents who became ill in another country to continue
the treatment prescribed by a foreign healthcare
practitioner until they could receive medical attention
back home. That policy was not controversial until
the latter part of the 1990's, when some citizens
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began traveling regularly to other countries to fill
their prescriptions, and especially when more
Americans began ordering drugs via internet pharma-
cies located in other countries.

The Task Force understands what motivates more and
more Americans to import drugs. Access to afford-
able prescription drugs, many of which are needed to
treat life-threatening and serious conditions, is a daily
concern and challenge for many Americans. As there
has been a significant increase in drug utilization and
in list prices for drugs in the U.S. over the last few
years, spending by American consumers on prescrip-
tion drugs has risen significantly. Over 40 percent of
Americans take at least one prescription drug and, in
an effort to lower their prescription drug bill, a rela-
tively small but increasing number have turned to
importing drugs.

Consequently, the Task Force believes that access to
drugs that are safe and effective, as well as afford-
able, is a critical policy goal, and that all approaches
to achieving this challenging goal should be explored
thoroughly. Drugs that are affordable, but not safe
and effective, could be more harmful to patients than
not having the drugs at all. The difficult balance
between the need for affordable prescription drugs
and concerns over potential safety hazards that many
imported drugs may pose is reflected in the public
debate and controversies regarding drug importation
policy in the U.S. The Task Force report presents a
comprehensive overview of the evidence related to
this balance, as well as a number of other critical
issues, as requested by Congress, on the subject of
prescription drug importation.

THE REPORT IN BRIEF

Chapter 1 -Scope, volume, and safety of
unapproved drugs

The number of unapproved prescription drug prod-
ucts entering the U.S. is now very large. Nearly five
million shipments, comprising about 12 million pre-
scription drug products with a value of approximate-
ly $700 million, entered the U.S. from Canada alone
in 2003, via internet sales and travel to Canada by

American consumers. This report estimates that an
equivalent amount of prescription drugs are current-
ly coming in from the rest of the world, mostly
through the mail and courier services.

Imported drugs are arriving from all corners of the
world, including developed and emerging countries.
Their scope is broad and includes tablets, capsules,
inhalants, injectables, biologics, generics, brand name
drugs, and controlled substances. Some of the arriv-
ing products appear to have been made in the U.S;
however, many are not. The majority of these cur-
rently imported drugs are unapproved by FDA and do
not appear to conform in many aspects to the prop-
erly approved and manufactured products available
in American pharmacies.

Numerous comments submitted to the Task Force
described the current practice of internet purchases
by American consumers who seek lower-priced drugs.
Many state-licensed internet pharmacies provide a
legitimate means for consumers to access safe and
effective medicines, but others raise significant safety
concerns.

Most of these drugs are purchased by individual con-
sumers via internet, phone, or fax, from entities that
focus on providing drugs to Americans and other
long-distance purchasers. These entities generally are
cross-border foreign pharmacies that may not prima-
rily serve the citizens of the country in which they are
located, and their methods for providing drug prod-
ucts may not be subject to the same oversight that
foreign governments provide for drugs and pharma-
cies serving their own citizens. When consumers
order prescription drugs over the internet from inter-
national sources, they generally receive drugs that do
not have regulatory assurances of equivalence to U.S.
products or of safety and security in the distribution
process.

Some sellers of imported drugs are “rogue” internet
pharmacies that pretend to be legitimate and operate
behind facades. Many of the drugs sold over the
internet claim to be interchangeable with the
approved U.S. drug, but are not. Imported drugs
include those that pose special concerns, such as
drugs that require special handling, drugs with high
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abuse potential, drugs that should be sterile, counter-
feit drugs, improperly packaged drugs shipped loose
in sandwich bags and envelopes, and drugs from
countries that have differing and sometimes more
limited regulatory authority to assure the safety of
pharmaceuticals manufactured and exported from
those countries. In sum, this report finds that
American consumers currently purchasing drugs from
overseas are generally doing so at significant risk.

Chapter 2 - Limits on resources and author-
ities

The Federal law governing drug safety in the U.S.
establishes the standards by which FDA determines
whether a prescription drug is “safe and effective”
for sale in the U.S. These standards govern the way in
which prescription drugs are manufactured, pack-
aged, labeled, held, and shipped. Many of the pre-
scription drugs that are imported into the U.S. now by
individual citizens, via mail and courier services, fail
to comply with some or all of these Federal stan-
dards. To ensure that imported prescription drugs are
as safe as those that are legally sold in the U.S., an
importation program for U.S.-approved drugs would
have to ensure that the imported drugs meet the cur-
rent (or equivalent) Federal standards. This report
determines that it would be extraordinarily difficult to
ensure that drugs personally imported by individual
consumers could meet the necessary standards for a
certification of safety to be made, especially if con-
sumers continue to import prescription drugs in the
same or increased numbers. Meanwhile, a commer-
cial importation program could be feasible but would
require new legal authorities, substantial additional
resources and significant restrictions on the type of
drugs that could be imported, which could increase
the costs of imported drugs.

Chapter 3 — Impact on the pharmaceutical
distribution system

The drug distribution network for legal prescription
drugs in the U.S. is a “closed” system that involves
several players (e.g., manufacturers, wholesalers,
pharmacies) who move drug products from the point
of manufacture to the end user, and provides the
American public with multiple levels of protection

against receiving unsafe, ineffective, or poor quality
medications. This system evolved as a result of leg-
islative requirements that drugs be treated as poten-
tially dangerous consumer goods that require profes-
sional oversight to protect the public health. The
result has been a level of safety for drug products
that is widely recognized as the world’s “gold stan-
dard.” Legalized importation of drugs in such a way
that creates an opening in the “closed” system will
likely result in some increase in risk, as the evidence
shows that weaknesses in the oversight of drug reg-
ulation and the distribution system have been
exploited. For example, doing so would increase the
opportunity for counterfeit and other substandard
drugs to enter and be dispersed into the U.S. drug dis-
tribution system.

Chapter 4 — Role of new technologies

There are a number of anti-counterfeiting technolo-
gies that show potential for effectively assuring the
authenticity of drugs and, thus, for combating the
counterfeiting of drugs. Some examples include holo-
grams, color shifting inks, and watermarks currently
employed for US. currency. So-called “track and
trace” technologies, such as radio-frequency identifi-
cation (RFID) and sophisticated bar coding, can pro-
vide effective monitoring of a drug’s movement from
the point of manufacture and through the U.S. distri-
bution chain. Although these new and emerging
technologies are promising, until they are fully adopt-
ed internationally they cannot be adequately relied
upon to secure the safety, efficacy, and integrity of the
global market to safely import prescription drugs into
the U.S.

Chapter 5 — Agency resources associated
with drug importation activities

FDA currently has about 3,800 employees assigned to
field activities (e.g., inspections) involved in protect-
ing the many thousands of products that make up the
Nation’s food, drug, biologic, medical device, and vet-
erinary drug supply. Of the 3,800 field staff, 450 are
involved in investigative import activities. Only a lim-
ited number of FDA inspectors are available to staff
the 14 international mail facilities in the U.S., where
they historically have had to inspect a small number
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of large commercial pharmaceutical imports. FDA
managers have repeatedly noted that the large num-
ber of personal drug shipments coming into the inter-
national mail and courier facilities is overwhelming
the available staff.

This report finds that despite significant efforts,
including joint efforts with CBP and import
alerts/bulletins, FDA currently does not have suffi-
cient resources to ensure adequate inspection of
current levels and categories of personal shipments
of prescription drugs entering the U.S. With respect
to commercial shipments, based on the information
presented to the Task Force, FDA would need a
meaningful investment, among other things, in
new information technology and personnel, as well
as appropriate standards to ensure adequate
inspection of commercial quantities of drug prod-
ucts, if importation were legalized.

Chapter 6 — Role of foreign health agencies

Just as the U.S. is responsible for the safety and effec-
tiveness of drugs made available to its citizens, for-
eign governments give priority to ensuring the safety
of drugs used by their citizens. Foreign governments
have little incentive and limited resources to ensure
the safety of drugs exported from their countries, par-
ticularly when those drugs are transshipped or are
not intended for import. No country expressed any
interest or willingness to ensure the safety and effec-
tiveness of drugs exported from their country in any
expansion of legal U.S. importation. Although we
specifically solicited them, few comments were sub-
mitted by foreign governments, and none outlined a
specific strategy for new steps to collaborate with the
U.S. government on the effective oversight of impor-
tation, suggesting that they are not willing or do not
have the means to ensure the safety of exported
products and that the primary safety responsibilities
would have to remain with the U.S.

Chapter 7 — Effects of importation on prices
and consumer savings

Consumers seek to import prescription drugs from
other countries in part because they believe they can
save money if they purchase their drugs from outside
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the U.S. In many instances, U.S. consumers have been
able to purchase from abroad foreign versions of
U.S.-approved brand name drugs at lower prices.
However, based on an analysis of actual data on drug
prices and volumes, this report finds that total sav-
ings to consumers from legalized importation under a
commercial system would be a small percentage rel-
ative to total drug spending in the U.S. (about one to
two percent). These savings are much smaller than
some specific international comparisons of retail
prices for certain drugs might suggest. Under any
safe, legalized commercial importation program,
when the scope is limited, intermediaries would like-
ly capture a large part of the price differences. (This
is based on evidence from European countries where
some form of importation is legal.)

This report also finds that generic drugs are often
cheaper in the U.S. compared to international prices
for similar drugs. Other, independent studies have
reached similar conclusions. The prices foreigners pay
for generic drugs are on average 50 percent greater
than the prices Americans pay for generic drugs.
Furthermore, there is evidence that greater use of
U.S.-approved generic drugs by Americans could
reduce drug spending by billions of dollars annually.
In addition, to the extent that prescription drugs are
eligible for importation from the same company at a
lower price than in the U.S., potential quantity con-
straints imposed by manufacturers or foreign govern-
ments would limit the eligible supply and the benefits
to U.S. consumers.

Chapter 8 — Impact of importation on
research and development and consumer
welfare

One of the most frequently debated issues surround-
ing drug importation is whether the legalization of
importation would reduce research and development
(R&D), including spending on discovery, develop-
ment, and launching of new drugs. Based on both an
empirical analysis of drug data and a review of previ-
ous studies, this report finds that, by shifting sales to
countries with price controls for new drugs, importa-
tion would reduce overall U.S. pharmaceutical indus-
try revenues. Since revenues would fall without a
reduction in the cost to produce new medicines, prof-



EXECUTIVE SUMMARY

its would likely fall, as well as spending on R&D.
Consequently, legalized importation would likely
adversely affect incentives for R&D, thereby slowing
the flow of new drugs. This report also finds that
since annual R&D spending would drop, importation
could result in between four to eighteen fewer new
drugs being introduced per decade at a substantial
cost to society. Furthermore, if there were a likely
reduction in innovative new drugs, then the foregone
consumer benefits associated with loss or delay in
new therapies may significantly offset any anticipat-
ed savings from legalized importation, depending on
uncertainties.

Chapter 9 — Impact on intellectual property
rights

Intellectual property rights have evolved over many
years to strike a balance between, on the one hand,
providing incentives for innovation through grants of
exclusive rights over new ideas or products and, on
the other hand, ensuring that knowledge and prod-
ucts are widely disseminated and accessible to pro-
vide the maximum benefit to society now and in the
future. As with most new ideas and products, inven-
tors of pharmaceuticals may obtain patents and other
intellectual property protections for their products
that provide certain exclusive rights. The challenge
policymakers face is to ensure that intellectual prop-
erty protection for pharmaceuticals provides ade-
quate economic incentives to develop new drugs
while facilitating access to affordable medicines.

An exhaustive legal analysis of the implications of
allowing importation of patented pharmaceuticals to
which intellectual property protections apply would
require further study. However, it is clear that impor-
tation could impact the intellectual property rights of
developers of pharmaceutical products and could be
subject to challenge under domestic law, including
possibly the U.S. Constitution, and international intel-
lectual property rules.

Chapter 10 — Liability issues related to
importation

This report identifies the liability issues raised if
importation is legalized for entities within the phar-
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maceutical distribution system. This report notes that
allowing prescription drug importation would have
uncertain effects on the litigation exposure of manu-
facturers, distributors, doctors, and pharmacists. To
deal with these likely increased risks, entities in the
pharmaceutical distribution chain may take addition-
al costly defensive actions. Perhaps the largest source
of additional liability and/or litigation risk under a
drug importation system would be an increase in the
number of injuries and poor disease outcomes if
imported drugs are, as a class, less safe and effective.

KEY FINDINGS

This report details the diverse opinions expressed, the
data collected, and Task Force findings based on the
information presented. Some of the key findings of
the Task Force are:

1) The current system of drug regulation in
the U.S. has been very effective in protect-
ing public safety, but is facing new threats.
It should be modified only with great care
to ensure continued high standards of safe-
ty and effectiveness of the U.S. drug sup-
ply. Americans have the benefit of one of the
safest drug supplies in the world and generally
have first access to the newest breakthrough drug
treatments. Any legislation to permit the importa-
tion of foreign drugs should only be done in a way
that provides the statutory authority and substan-
tial resources needed to effectively regulate
imported drugs and, most importantly, protect the
public health by providing the same level of safety
assurances available for drugs sold in the U.S.

2) There are significant risks associated
with the way individuals are currently
importing drugs. While some means of drug
importation (e.g., traveling to Canada for certain
brand name drugs available in both countries) may
be relatively safe in specific instances, this is not
the only way “importation” into the U.S. is occur-
ring today. Many transactions are occurring via
poorly-regulated and occasionally bogus internet
operations that have been documented in some
cases to provide consumers with inferior products
that are not the same as the U.S.-approved ver-
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sions. Also, treatment failures, which are not obvi-
ous adverse events, are a real concern with sub-
standard drug products.

3) It would be extraordinarily difficult and
costly for “personal” importation to be
implemented in a way that ensures the
safety and effectiveness of the imported
drugs. While wholesalers and pharmacists pur-
chase, transport, and dispense imported drugs
within our regulatory framework, American con-
sumers making individual purchases from foreign
sources outside our regulatory system, in particular
those making long-distance purchases from inter-
net sites or by fax or phone, face safety hazards
that would be extraordinarily difficult to effectively
address and prevent.

4) Overall national savings from legalized
commercial importation will likely be a
small percentage of total drug spending
and developing and implementing such a
program would incur significant costs and
require significant additional authorities.
The public rightly expects that, under any legal
importation program, the imported drugs will be
safe and effective. To accomplish this, additional
safety protections would need to be added that
would increase the costs of the program in an addi-
tive way as more safety measures are put in place.
Substantial resources would also be needed to
ensure adequate inspection of imported drug prod-
ucts. In addition to other factors that are likely to
reduce potential consumer savings, these increased
regulatory and program costs will also impact
potential savings to consumers. Furthermore,
intermediaries will likely capture at least half of any
savings between the U.S. and price-controlled
countries and potential quantity constraints
imposed by foreign governments and manufactur-
ers will likely further limit the supply of these drugs
to U.S. consumers.

5) The public expectation that most import-
ed drugs are less expensive than American
drugs is not generally true.  Generic drugs
account for most prescription drugs used in the U.S.
and are usually less expensive in the U.S. than

X

abroad. Shopping around for price comparisons,
asking a doctor or pharmacist for a generic alterna-
tive to a prescribed brand name drug, or using a
Medicare or other prescription drug discount card
is a proven method to save American consumers
money on domestic prescription drugs while retain-
ing the protections of a comprehensive safety
regime.

6) Legalized importation will likely
adversely affect the future development of
new drugs for American consumers. This
report estimates that R&D incentives will be low-
ered by legalized importation, resulting in roughly
between four and eighteen fewer new drugs intro-
duced per decade.

7) The effects of legalized importation on
intellectual property rights are uncertain
but likely to be significant. A host of legal
and constitutional challenges are probable, and the
effects on enforcement of intellectual property
rights and on agreements with foreign countries
are likely to be problematic. These effects could
create additional disincentives to develop break-
through medicines and further limit any potential
savings that might have been realized.

8) Legalized importation raises liability
concerns for consumers, manufacturers,
distributors, pharmacies, and other enti-
ties. Consumers harmed by imported drugs may
not have legal recourse against foreign pharma-
cies, distributors, or others suppliers.  Entities in
the pharmaceutical supply chain may take actions
to protect themselves from liability that could ulti-
mately raise the cost of drugs.
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I. WHY ARE WE ISSUING THIS REPORT?
A. Medicare Modernization Act (MMA)
1. Statutory Language

The Medicare Prescription Drug, Improvement and
Modernization Act of 2003" (Medicare
Modernization Act, or MMA) was signed into law
on December 8, 2003. MMA primarily provides a
new prescription drug benefit enabling Medicare
beneficiaries to receive coverage for drugs not
administered in a hospital setting. However, MMA
also includes provisions aimed at providing lower
cost drugs to consumers.

Title XI, Subtitle C of MMA amends 21 U.S.C. 384
(importation of covered products) in the Federal
Food, Drug, and Cosmetic (FD&C) Act. Under section
384, the Secretary of the Department of Health and
Human Services (HHS) is directed to promulgate reg-
ulations that would allow pharmacies and whole-
salers to import certain FDA-approved prescription
drug products from Canada. The section also requires
the Secretary to promulgate regulations to grant indi-
viduals a waiver to import certain FDA-approved pre-
scription drugs from Canada under certain circum-
stances and permits the Secretary to grant individu-
als, by regulation or on a case-by-case basis, a waiv-
er to import other drugs under such conditions as the
Secretary determines appropriate. By allowing indi-
viduals to import such drugs, the MMA expands the
scope of section 384, as originally established by the
Medicine Equity and Drug Safety Act of 20002 (MEDS
Act) because the MEDS Act authorized only pharma-
cists and wholesalers to import drugs. Nevertheless,
as with the MEDS Act, Congress conditioned the
implementation of the MMA's importation program
on an initial certification by the Secretary. Section
384 provides that drug importation shall become
effective only if the Secretary of the HHS is able to
certify that implementing the program will:

e pose no additional risk to public health and
safety, and

e result in a significant reduction in the cost of
drugs to the American consumer.

Regardless of whether the Secretary certifies safety
and savings, however, MMA also requires the
Secretary to submit a study to Congress within one
year on the importation of drugs. This study is the
subject of this report.

2. MMA Conference Agreement

The MMA requires the Secretary of HHS, in consul-
tation with appropriate government agencies, to
provide a comprehensive study that identifies prob-
lems with implementation of existing law and
examines a range of issues associated with the
importation of drugs. The conference agreement3
specifies eleven separate issues that Congress
requested the Secretary address in the study:

e |dentification of the limitations, including limi-
tations in resources and, if applicable, in cur-
rent law authorities that may inhibit the
Secretary’s ability to certify the safety of phar-
maceutical products imported into the U.S.

o Assessment of the pharmaceutical distribution
chain and the need for, and feasibility of, modi-
fications, in order to assure the safety of prod-
ucts that may be imported into the U.S.

e Analysis of whether anti-counterfeiting tech-
nologies could improve the safety of products
in the domestic market as well as those prod-
ucts that could be imported from foreign
nations. This analysis shall identify the types of
technologies, if available, and assess the limi-
tations of these technologies to the distribu-
tion chain.*

e Estimate of costs borne by entities within the
pharmaceutical distribution chain to utilize any
new technologies identified.*
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e Assess the scope, volume, and safety of unap-
proved drugs, including controlled substances,
entering the U.S. via mail shipment. This assess-
ment should include the percentage of drugs
commercially available in other countries that
conform in all respects to FDA requirements, and
the limitations of visual inspection, sampling, and
other testing methods to determine its quality.

e The extent to which foreign health agencies are
willing and/or able to ensure the safety of drugs
being exported from their country into the U.S,,
including drugs that are transshipped through
their countries.

e Assessment of the potential short and long-term
impacts on drug prices and prices for consumers
and other system costs associated with importa-
tion of pharmaceuticals from Canada and other
countries into the U.S.

e Assessment of the impact on the research and
development of drugs—and the associated
impact on consumers and patients—if importa-
tion were permitted.

e Estimation of agency resources, including addi-
tional field personnel, needed to adequately
inspect the current amount of pharmaceutical
products entering into the country. This estimate
shall detail the number of field personnel needed
in order to appropriately secure all ports of entry
on a daily basis.

e |dentification of liability protections, if any, that
should be in place, if importation is permitted,
for entities within the pharmaceutical distribu-
tion chain.

e |dentify the ways in which importation could vio-
late U.S. and international intellectual property
rights and describe the additional legal protec-
tions and agency resources that would be need-
ed to assure the effective enforcement of these
rights.

* For purposes of this report, we combined the issues
of anti-counterfeiting and new technologies to better
communicate the intricate relationship between the
two.

B. The Task Force's Charge

On February 26, 2004, HHS Secretary Tommy G.

Thompson announced the creation of a task force? to
advise him on how to address the questions posed by
Congress in the MMA conference report.

Surgeon General Richard H. Carmona serves as chair-
man of the Task Force. The other Task Force members
are: Jayson P. Ahern (Assistant Commissioner for
Field Operations, Customs and Border Protection);
Alex M. Azar 1l (General Counsel, HHS); Josefina
Carbonell (Assistant Secretary for Aging, HHS); Lester
M. Crawford (Acting Commissioner, Food and Drug
Administration); Elizabeth M. Duke (Administrator,
Health Resources Services Administration); Tracey
Hardin (Attorney, Department of Justice); Mark B.
McClellan (Administrator, Centers for Medicare &
Medicaid Services); Michael J. O'Grady (Assistant
Secretary for Planning and Evaluation, HHS); William
Raub (Deputy Assistant Secretary for Public Health
Emergency Preparedness, HHS); Thomas M. Reilly
(Public Health Branch Chief, Office of Management
and Budget); Amit K. Sachdev (Deputy Commissioner
for Policy, Food and Drug Administration); and
Elizabeth A. Willis (Chief of Drug Operations Section,
Drug Enforcement Administration).

C. How did we address the issues?

As part of our fact-finding and information collection
process to address the issues, we made great efforts
to gather input, ideas, and expertise from the public
to give us guidance.

1. Listening Sessions and Public
Meeting

We held five listening sessions and a public meeting,
bringing together a wide variety of stakeholders to
present testimony and provide information relating to
the questions posed in the MMA conference report.
The public meeting was held on April 14, 2004 and
everyone who wanted to speak was given an opportu-
nity to be heard. We heard from over 100 individuals,
including: consumer representatives; pharmaceutical
industry representatives; international regulatory and
industry representatives; academicians; health care
purchasers; professional medical groups; government
and elected officials; and members of the public. All of
the listening sessions were open to the media.
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2. Website

Immediately following the first listening session, HHS
developed a website (http://www.hhs.gov/import-
taskforce/) dedicated to Task Force activities. The
website contains information about each stakeholder
listening session, including: the agenda, the text of
the speaker presentations, and a complete transcript
of each meeting. In addition, the website provides a
link for the public to submit and view comments.

3. Docket

We established a public docket to solicit and receive
information and comments.> We announced the cre-
ation of the docket in the Federal Register.6 To stim-
ulate and focus the discussion, the Federal Register
notice listed the broad questions that Congress posed
in the MMA conference agreement and also asked
more specific questions to seek additional input to
assist us in preparing this report. We requested that
all comments be submitted by June 1, 2004; howev-
er, we also considered comments submitted after this
date. We received and considered more than 100
written comments to the docket before drafting this
report.

4. Other Sources of Information

We supplemented the information presented during
the listening sessions and submitted to the docket
with information from other sources to be certain
that we adequately addressed the questions posed by
Congress. We obtained information relating to the
volume of imported drugs and drug prices from IMS
Health, a global data collection and analysis firm. For
some issues, where the comments did not provide
sufficient data or other information, we received
information from the U.S. Customs and Border
Protection (CBP), the U.S. Food and Drug
Administration (FDA), and the Department of Justice
(DOJ). Additionally, in June 2004, a group of Task
Force members toured the international mail facility
at John F Kennedy (JFK) airport to observe how
imported drugs are processed daily by CBP and FDA
personnel. During this visit, we saw how drugs are
processed by this facility and the types of drugs that
are being imported.

D. What is in this report?

This report contains our findings based on all of the
information presented to us and expert views solicit-
ed from appropriate government agencies. The
report is divided into chapters according to the issues
posed by Congress in the MMA conference agree-
ment.

1. Definitions

The terms “imported,” “importation,” “re-imported,”
and “re-importation,” are commonly used through-
out this report. For purposes of this report, imported
drugs are drugs manufactured for sale inside and out-
side of the U.S., then brought into this country for use
by U.S. consumers. Unless otherwise specified, the
term “importation” includes a) personal importation
(internet sales, foot traffic across the border, mail
order) where the drugs are purchased by those who
consume them, and b) commercial importation
where the drugs are purchased by pharmacies and
wholesalers for resale to the ultimate consumer.

non

“Re-imported” drugs refer to FDA-approved prescrip-
tion drugs that were made in the U.S., sent abroad,
and then brought back into the U.S. Currently, only
the original manufacturer can legally re-import a pre-
scription drug and only if the manufacturer ensures
that the drug is authentic, properly handled, and rela-
beled for sale in the U.S., if necessary.

2. Types of Imported Drugs

We recognize that there are different categories of
imported drugs that potentially have different levels
of associated risk. Currently, the only types of legally
imported drugs are: 1) those that are manufactured
in foreign FDA-inspected facilities and adhere to FDA-
approval standards, or 2) those that are U.S.-
approved and manufactured in the U.S., sent abroad,
then re-imported back into the U.S. by the manufac-
turer under proper controls and in compliance with
the FD&C Act. This latter category includes products
that are truly re-imported.

Another category of imported drugs are those that
are manufactured in a foreign facility that also man-
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ufactures the U.S.-approved version (in such a case
FDA would have inspected the U.S.-approved manu-
facturing process, but not the unapproved production
lines); however, the foreign version may be slightly
different than the U.S.-approved version. Although
there may be significant similarities between the two
versions, because of the potential differences and the
fact that FDA determined the U.S.-approved drugs
meet U.S. standards, the foreign version cannot nec-
essarily be considered equivalent to the U.S.-
approved version.

A final category of imported drugs are unapproved
drugs that are produced in foreign facilities that FDA
has not inspected and, therefore, has no knowledge
of, or experience with, the facility. Consequently, the
safety and effectiveness of these drugs are unknown.
These drugs pose the greatest level of concern
because they are not regulated within the U.S. drug
safety system and there is little known about the
specifications to which they are made, the processes
used to ensure their safety, and the integrity of their
distribution. These are the types of drugs that con-
sumers may receive when they order prescription
drugs over the internet.

E. Brief History of U.S. Importation
1. The Current U.S. System

The FD&C Act limits the types of drugs that may be
imported into the U.S. The current drug distribution
system is relatively “closed,” which helps ensure that
the domestic drug supply is safe and effective.

New drugs marketed in the U.S., regardless of
whether they are manufactured in the U.S. or a for-
eign country, must be the subject of a New Drug
Application (NDA) approved by FDA based on
demonstrated safety and efficacy. The drug must be
produced in plants that are inspected by FDA and are
operated in accordance with the current Good
Manufacturing Practice (cGMP) regulations.” Also,
the drug's labeling must bear certain information
required by the FD&C Act. Only a drug’s manufactur-
er can re-import into the U.S. a U.S.-made prescription
drug that was sent abroad, but the law clearly allows

legal, FDA-approved drugs to be made abroad. In
fact, many drugs now sold in the U.S. were made in
foreign, FDA-inspected facilities to standards
approved by FDA. When such drugs or active ingre-
dients are offered for import into the U.S. FDA
inspectors evaluate them as they would any other
drug—they attempt to assess whether the drug is
FDA-approved, whether it is properly labeled, and
whether it otherwise complies with the FD&C Act.

Under sections 381 and 331, unapproved, misbrand-
ed, and adulterated drugs cannot be legally imported
into the U.S. This includes unapproved “foreign ver-
sions” of FDA-approved medications. In addition,
under the “American goods returned” provision, it is
illegal for any person other than the original manu-
facturer of a drug to re-import into the U.S. a prescrip-
tion drug that was originally manufactured in the U.S.
and then exported to another country.8 This provision
was included in the Prescription Drug Marketing Act
of 1987 (PDMA)? to ensure that prescription drug
products purchased by consumers would be safe and
effective and to avoid an unacceptable risk that coun-
terfeit, adulterated, misbranded, subpotent, or
expired drugs were being sold to American con-
sumers. Congress determined that legislation was
necessary because there were insufficient safeguards
in the prescription drug distribution system to prevent
the introduction and retail sale of substandard, inef-
fective, or counterfeit drugs and that a wholesale drug
diversion submarket had developed that prevented
effective control over, or even routine knowledge of,
the true sources of drugs. Congress limited access to
reimported drugs because of these safety concerns.

Thus, in order to comply with the FD&C Act, any enti-
ty that intends to import prescription drugs into the
U.S. must ensure that each drug is FDA-approved,
meets all the U.S. manufacturing and labeling
requirements, and that the importation does not vio-
late section 381.

FDA drug approvals are manufacturer-specific, prod-
uct-specific, and include requirements relating to the
product, such as manufacturing location, formulation,
source and specifications of active ingredients, pro-
cessing methods, manufacturing controls, container/
closure system, and appearance.’® Drugs sold to
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wholesale or retail establishments outside the U.S.
may comply with the foreign country’s specifications,
but may not be manufactured pursuant to an FDA
approval at all.

Even if a manufacturer has FDA approval for a drug,
the version produced for foreign markets may not
meet all of the requirements of the FDA approval, and
thus it may be considered to be unapproved in the
U.S."" Moreover, the version may be misbranded
because it may lack certain information that is
required under 21 U.S.C. §§ 352 or 353(b)(2) but is
not required in the foreign country, or it may be
labeled in a language other than English.12

Under FDA's regulations, the shipment and storage of
prescription drugs must be properly documented and,
when necessary, inspected.'> One concern FDA has
expressed is that, when a foreign manufacturer
makes an FDA-approved drug in a foreign plant and
then distributes it into foreign commerce, FDA has no
assurance that the drug was properly stored or han-
dled while abroad.

It is also important to note that the Controlled
Substances Act (CSA), Title 21 U.S.C,, Chapter 13,
Subchapter I, specifically prohibits controlled sub-
stances to be imported except by DEA registrants.
Any individual who imports controlled substances
without being registered with DEA and without DEA
authorization, is in violation of the CSA and is subject
to prosecution.

2. Personal Importation Policy

Importing unapproved prescription drugs is illegal.
However, FDA's long-standing policy on importing
prescription drugs for personal use recognizes that
there are circumstances in which FDA may exercise
its enforcement discretion and not take action
against illegal importation. The personal importation
policy was first adopted in 1954; it was last modified
in 1988 in response to concerns that certain AIDS
treatments were not available in the U.S. Under the
policy, FDA exercises its enforcement discretion to not
stop individuals with serious conditions, such as a
rare form of cancer, from bringing into the U.S. treat-
ments that are legally available in foreign countries

but are not approved in the U.S.

The current policy is not a law or a regulation, but
serves as guidance for FDA field personnel. The
importation of certain unapproved prescription med-
ication for personal use may be allowed in some cir-
cumstances if all of the following factors apply:14

e |f the intended use is for a serious condition for
which effective treatment may not be available
domestically;

e [f the product is not considered to represent an
unreasonable risk;

e [f the individual seeking to import the drug
affirms in writing that it is for the patient’s own
use and provides the name and address of the
U.S.-licensed doctor responsible for his or her
treatment with the drug or provides evidence
that the drug is for continuation of a treatment
begun in a foreign country;

e |f the product is for personal use and is a three-
month supply or less and not for resale. (Larger
amounts would lend themselves to commercial-
ization); and

e |f there is no known commercialization or pro-
motion to U.S. residents by those involved in dis-
tribution of the product.!>

The majority of drugs coming into this country via
personal importation today do not technically meet
all of these factors. Nonetheless, given the high
demand and limits on available resources it is difficult
to effectively police this practice.

3. The Medicare Prescription Drug,
Improvement and Modernization Act of
2003 (MMA)

MMA provides authority for pharmacists and whole-
salers to import drugs from Canada, subject to certain
conditions. These specific conditions include:

e Requirements that importers and foreign sellers
keep certain information and records;

e (Qualified laboratory drug testing;

e Registration of Canadian sellers; and

e Use of approved labeling.

Once effective, MMA directs the Secretary to promul-

gate regulations to grant individuals a waiver to per-
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mit importation of a 90-day supply of any FDA-
approved prescription drug imported from Canada
from a licensed pharmacy for personal use, if the drug
is accompanied by a valid prescription, in a final fin-
ished dosage that was manufactured in a registered
establishment, and imported under such other condi-
tions as the Secretary determines necessary to ensure
public safety.

Section 1121 of MMA provides that the drug impor-
tation program described above shall become effec-
tive only if the Secretary of HHS first certifies that
implementing the program will pose no additional
risk to public health and safety and will result in a sig-
nificant reduction in the cost of drugs to the American
consumer.

In 2000, Congress enacted legislation similar to the
MMA as part of the Fiscal Year 2001 Appropriations
Bill for the Department of Agriculture and Related
Agencies, also known as the MEDS Act.'6 The MEDS
Act, if implemented, would have allowed pharmacists
or wholesalers in the U.S. to import FDA-approved
prescription drugs that were manufactured in the U.S.
in FDA-inspected facilities and exported to 26 specif-
ic foreign countries listed in the FD&C Act. On
December 26, 2000, then-HHS Secretary Donna
Shalala stated in a letter to President Clinton that she
was unable to certify the safety and cost savings
required by the MEDS Act.'7 Similarly, in a letter to
Senator Jim Jeffords dated July 21, 2001, Secretary
Thompson also declined to make the certification
necessary to implement the MEDS Act due to safety
concerns. 18

1 Pub. L. 108-173.

2 Pub. L. 106-387.

3 U.S. House of Representatives, Conference Report on
H.R. 1, Medicare Prescription Drug And Modernization
Act of 2003, H. Rept. 108-391, November 20, 2003.
Accessed at http://thomas.loc.gov/cgi-
bin/query/R?r108:FLD001:H11878 on 11/4/04.

4 U.S. Department of Health and Human Services, “HHS
Announces Task Force on Drug Importation,” February
26, 2004. Accessed at
http://www.hhs.gov/news/press/2004pres/20040226.html
on 11/4/04; U.S. Department of Health and Human
Services, "HHS Names Members to Task Force on Drug
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Importation,” March 16, 2004. Accessed at
www.hhs.gov/news/press/2004pres/20040316.html on
11/4/04.

U.S. Food and Drug Administration Docket 2004N-0115.
Accessed at
www.fda.gov/ohrms/dockets/dockets/04n0115/04n0115.
htm on 11/4/04.

69 Fed.Reg. 12810 (Mar. 18, 2004).

21 C.ER. Part 211.

21 U.S.C. § 381(d)(1).

Pub. L. 100-293.

21 C.ER. § 314.50.

21 US.C. § 355.

21 C.FR. § 201.15(c).

21 C.ER. § 205.50.

FDA, Regulatory Procedures Manual, Subchapter,
“Import Operations/Actions: Coverage of Personal
Importations,” March 2004.

Pub. L. 108-173.

Pub. L. 106-387.

U.S. Department of Health and Human Services, Letter
from Secretary Donna E. Shalala to President William J.
Clinton, December 26, 2000.

U.S. Department of Health and Human Services, Letter
from Secretary Tommy G. Thompson to Senator James
Jeffords, July 9, 2001. Accessed at
www.fda.gov/oc/po/thompson/medsact.html on 11/4/04.
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Scope, Volume, and Safety of Unapproved Drugs

CHAPTER HIGHLIGHTS:

The number of unapproved prescription drug products entering the U.S. is now very large. Nearly five mil-
lion shipments, comprising about 12 million prescription drug products with a value of approximately $700
million, entered the U.S. from Canada alone in 2003, via internet sales and travel to Canada by American
consumers. This report estimates that an equivalent amount of prescription drugs are currently coming in
from the rest of the world, mostly through the mail and courier services.

Imported drugs are arriving from all corners of the world, including developed and emerging countries.
Their scope is broad and includes tablets, capsules, inhalants, injectables, biologics, generics, brand name
drugs, and controlled substances. Some of the arriving products appear to have been made in the U.S,;
however, many are not. The majority of these currently imported drugs are unapproved by FDA and do
not appear to conform in many aspects to the properly approved and manufactured products available in
American pharmacies.

Numerous comments submitted to the Task Force described the current practice of internet purchases by
American consumers who seek lower-priced drugs. Many state-licensed internet pharmacies provide a
legitimate means for consumers to access safe and effective medicines, but others raise significant safety
concerns. Most of these drugs are purchased by individual consumers via internet, phone, or fax, from
entities that focus on providing drugs to Americans and other long-distance purchasers. These entities
generally are cross-border foreign pharmacies that may not primarily serve the citizens of the country in
which they are located, and their methods for providing drug products may not be subject to the same
oversight that foreign governments provide for drugs and pharmacies serving their own citizens. When
consumers order prescription drugs over the internet from international sources, they generally receive
drugs that do not have regulatory assurances of equivalence to U.S. products or of safety and security in
the distribution process.

Some sellers of imported drugs are “rogue” internet pharmacies that pretend to be legitimate and oper-
ate behind facades. Many of the drugs sold over the internet claim to be interchangeable with the
approved U.S. drug, but are not. Imported drugs include those that pose special concerns, such as drugs
that require special handling, drugs with high abuse potential, drugs that should be sterile, counterfeit
drugs, improperly packaged drugs shipped loose in sandwich bags and envelopes, and drugs from coun-
tries that have differing and sometimes more limited regulatory authority to assure the safety of pharma-
ceuticals manufactured and exported from those countries. In sum, this report finds that American con-
sumers currently purchasing drugs from overseas are generally doing so at significant risk.
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KEy POINTS:

e Safety and protection of the public health are paramount; safety should not be sacrificed for affordability.

e The significantly increasing volume of imported drugs makes it difficult to quantify, monitor, control, and
ensure safety.

e There are particular products of concern, including controlled substances, intravenous products, biologics,
drugs that must be refrigerated or frozen, drugs that have specific post-marketing risk management pro-
grams, drugs that are highly susceptible to counterfeiting on the global market, and those that have less
expensive alternatives (i.e., generics) in the U.S., that pose special concerns in the importation context.

e |mported drugs are not always therapeutically equivalent to FDA-approved drugs available in the U.S.

e Product testing at the border alone does not necessarily ensure that imported drugs were manufactured,
handled, or stored in such a way as to maintain their quality, safety, and efficacy.

e Drugs from countries with less developed regulatory systems may pose greater risks.

e Purchasing prescription drugs over the internet without a prescription has been found to be relatively easy
to accomplish. In those cases, the lack of an adequate health professional/patient relationship is of partic-
ular concern.



HHS REPORT ON PRESCRIPTION DRUG IMPORTATION

CHAPTER 1

. WHAT WE SOUGHT COMMENT ON

As part of its study, Congress asked HHS to assess the
scope, volume, and safety of unapproved drugs,
including controlled substances, entering the U.S. via
mail shipment. Congress requested that the assess-
ment also include the percentage of drugs commer-
cially available in other countries that conform in all
respects to FDA requirements, and the limitations of
visual inspection, sampling, and other testing meth-
ods to determine the quality of imported drug prod-
ucts.

To further explore this issue, we asked for
comment on the following:

¢ Information regarding the scope, volume, and
safety of imported drugs (brand and generic) and
biologics and any distinctions.

e Are there product characteristics that might be
associated with lower risk when imported with-
out going through the usual FDA approval and
requlatory process?

¢ Information on ways in which products with dif-
ferent risk levels could be reliably distinguished
or otherwise differentiated at the border or else-
where.

¢ Information on whether or not any imported
products can meet U.S. approval standards or the
equivalent.

e What is the scope and volume of drugs commer-
cially available in other countries that are FDA-
approved?

e Discuss any approaches that can be used to
determine whether they are equivalent to U.S.
approved drugs.

e How would FDA and other Federal agencies
identify, track, and limit or prohibit importation
of products that are not eligible for importation?

e What proportion of different types of imported
drugs meet typical standards of U.S. pharmacy
practice (e.g., no faxed prescriptions from indi-
viduals, proper oversight by a practicing pharma-
cist, proper repackaging and labeling)?

e |f the same level of safety that consumers expect
from drugs purchased at U.S. licensed pharma-
cies cannot be assured, would a different level of
risk be acceptable to consumers and how could

that risk be conveyed?

e Should certain products be excluded from impor-
tation because of risk concerns?

e (an risk-based criteria for limitations be estab-
lished?

Il. WHAT THE COMMENTS SAID

Many comments stated that drug and biological
products are increasingly available from global
sources. Most of these comments did not provide
data to quantify the scope and volume of these
imports. Rather, the comments that discussed vol-
ume and scope referred to the blitz operations in
which FDA and CBP conducted short-term intensive
evaluation of drug products that were entering the
U.S. through specific international mail facilities. The
comments also described the volume of drugs enter-
ing the U.S. from Mexico by citing information that
found that a high percentage of people crossing the
border carried prescription drugs into the U.S.

Several comments suggested that if importation of
foreign drugs were legalized, certain products should
be included or excluded from the importation
scheme. For example, a few suggested that best-sell-
ing drugs be permitted or drugs that are used for spe-
cific chronic conditions, such as when the patient has
been stabilized on the drug for a while. Others stat-
ed that a list would be useful, but only for commer-
cial importation, since it would be more manageable
to follow a list. The same comments stated that it
would be impossible to limit personal importation to
a list of specific drugs because patients and websites
may not adhere to the list. Moreover, it would be dif-
ficult to distinguish the listed and non-listed drugs as
they enter the U.S. at the international mail facilities
or other entry points because of the sheer number of
packages that would arrive daily. Several comments
noted that injectables, biological products, controlled
substances, drugs of narrow therapeutic range, drugs
requiring refrigeration, and non-FDA approved drugs
should be excluded from importation under any plan.

Of those comments that suggested that importation
be limited to certain countries, several said that the
program should start with importation from Canada
and then expand to other countries, including those
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in Europe. Some comments advocated for drugs to
be permitted from any country, while others said that
only drugs from countries that have a regulatory sys-
tem equivalent to the U.S. should be permitted.

Comments contained different opinions about
whether drugs sold in other countries are the same as
or equivalent to drugs sold in the U.S. Many com-
ments said that the drugs sold elsewhere were the
same, but the comments did not provide any support-
ing documentation. Other comments said that visual
inspection of the different dosage forms currently
being imported clearly demonstrates that many of
these products cannot possibly be the same as prod-
ucts sold in the U.S.

Most comments agreed that it is essential that any
drug that is imported into the U.S. adhere to the
“gold standard” of safety and efficacy that is expect-
ed from FDA-approved drugs. Concern was raised
that if a two-tier system were established, lower
quality drugs would disproportionately appear in
markets serving economically disadvantaged commu-
nities. We heard during a listening session that a
two-tier system is unacceptable and that imported
drugs must be of the same high quality as FDA-
approved products. A few comments noted that sev-
eral countries, such as Canada, do require similar
standards for safety and efficacy, but acknowledged
that the drugs that U.S. consumers are currently
importing are not necessarily Canadian-approved
drugs.

Of those comments that discussed testing of import-
ed drug products, many stated that it would be cost-
ly and difficult to develop a system of testing prod-
ucts at the border to ensure authenticity. Some com-
ments said that only the manufacturer has the
resources and analytical information to ensure that
the product is authentic; however, other comments
said that tools are available for rapid authentication
for presence of active ingredient. Comments also
stated that in order to adequately screen for authen-
ticity, every lot in each shipment would have to be
tested. Some comments noted that not only would
the product have to be tested for the presence of
active and inactive ingredients, but also for adulter-
ation, impurities, strength, and whether proper stor-
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age conditions were maintained. Several comments
maintained that quality cannot be tested into a prod-
uct after it is manufactured and that the FDA gold
standard is based on building quality into a product
by ensuring that good manufacturing practices are
used in the manufacturing, processing, and handling
of the product. Comments also expressed concern
that it would be costly, time consuming, and perhaps
unrealistic to test the millions of packages that enter
the U.S. yearly. On the other hand, many comments
stated that it should not be left to the individual con-
sumer to determine if a product is mislabeled, adul-
terated, contaminated, counterfeit, or substandard.

We have only anecdotal information on the propor-
tion of personally imported drugs that are currently
dispensed from foreign pharmacies that meet typical
standards of U.S. pharmacy practice. Many com-
ments stated that pharmacies in Canada are regulat-
ed and meet the same standards as pharmacies in the
U.S. Other comments noted that many internet phar-
macies accept orders for drugs without a prescription
and are hard to locate to determine whether they
adhere to pharmacy practice standards or from where
they obtain their drug products. They noted several
instances where the product received from an inter-
net pharmacy was visibly different from the U.S.-
approved drug and came with no labeling informa-
tion or only with information that was written in a
foreign language.

There were no comments that suggested a different
level of risk that would be acceptable for imported
drugs. Rather, the majority of comments stated that
safety is paramount and that safety should not be
sacrificed for affordability. ~ Concern was expressed
that many consumers are deciding not to buy their
medicines, but no specific data was presented on
how widespread this problem is. Other comments
stated that that the U.S. approval and marketing sys-
tem is not set up as a risk-based system. Rather, they
said it is a system where safety must be affirmatively
established before a product may be sold in the U.S.
No comments discussed how to establish risk-based
criteria for limitations on imported drugs.
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lll. DISCUSSION

A. The Scope and Volume of Currently
Imported Unapproved Drugs

1. Estimates of Volume of Imported
Drugs

It is difficult to quantify the exact number of unap-
proved drugs entering the U.S. We note that the term
“unapproved drugs” refers to those drugs that have
not been approved by FDA, pursuant to the FD&C
Act.! Although some unapproved drugs may be
harmful or pose risks, others may not. However, if the
drug has not been approved by FDA and maintained
in the U.S. closed distribution system, the safety and
efficacy of the unapproved product cannot be
assured. Due to the sheer volume of packages arriv-
ing daily through the international mail, into ports,
via couriers, or with persons traveling across a border,
CBP and FDA told us that currently they have no
mechanism for keeping an accurate account.
According to CBP, there are 355 “points of entry” for

access into the U.S. (See Figure 1.1) This includes 14
international mail branches, 29 express consignment
facilities, and 312 ports.2 At this time, there are too
many packages to monitor and control the influx of
drugs sent into the U.S., much less perform compre-
hensive examinations of all packages.

It is apparent that the volume of prescription drugs
for personal use imported through the mail has
increased significantly in recent years. FDA estimat-
ed that in 2001 approximately two million parcels
containing FDA-regulated products for personal use
entered the U.S. through international mail facilities.3
This estimate is based on an extrapolation of data
obtained during a pilot project conducted at the
international mail facility in Carson, California. It is
estimated that this number has increased significant-
ly and that approximately ten million packages con-
taining prescription drugs enter the U.S. annually
from all over the world.

According to IMS Health data, in 2003 the
U.S./Canada cross-border sales volume for prescrip-
tion drugs was $695 million U.S. dollars. Of this vol-

Figure 1.1
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ume, about $408 million was from internet pharmacy
sales and $287 million was from foot traffic sales.4
IMS Health data also reveal that there were 12 mil-
lion prescriptions sold from Canadian pharmacies to
the U.S.in 2003.> On average, we estimate that there
are about 2.5 prescriptions per package, which would
equate to 4.8 million packages of prescription drugs
entering the U.S. in 2003 from Canada alone.

It is commonly known that a large number of
Americans travel daily over the border to Mexico to
purchase prescription medicines. For example, we
heard during a listening session that on a typical
Saturday, approximately 25,000 to 30,000 individuals
walk across the bridge at the Nuevo Laredo,
Mexico/Laredo, Texas border crossing. We heard an
estimate that half of these individuals purchase pre-
scription medicines in Mexico and bring them back
into the U.S. Recently, there have been reports of
counterfeit drugs dispensed to Americans at Mexican
border-pharmacies.®

According to CBP, seizures of pharmaceuticals made
by CBP at international mail and express consign-
ment facilities were 43,659 during fiscal year 2004
and 31,725 during fiscal year 2003. The number of
pharmaceutical seizures made solely at international
mail facilities was 37,040 during FY 2004 and 24,891
during FY 2003. These figures cannot be distin-
guished by controlled versus non-controlled sub-
stances. It should be noted that these numbers rep-

Figure 1.2, Detained controlled substances at JFK international mail
facility
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resent the number of parcels and that each parcel
may contain any number of individual containers of
controlled substances.

In June 2004, several Task Force members toured the
JFK international mail facility to view first-hand the
volume of packages arriving daily at a major port of
entry. Because of the high volume of packages that
travel through this facility daily, CBP and FDA have
employed a risk-based approach towards their oper-
ations at international mail facilities and courier hubs
(through which the majority of illegal drugs arrive
from foreign sources for personal use) so that they
can more effectively target, identify, and interdict
those potentially unsafe and dangerous imported
products that are offered for entry into the U.S. on a
daily basis. CBP, however, seizes all controlled sub-
stances that it identifies and refers all non-controlled
drugs to FDA for review. Using this risk-based
approach, FDA considers the following to prioritize
their work, so that they are able to provide the most
protection given limited resources: whether the prod-
uct has been counterfeited in the past; whether it is
an injectable drug product; unlabeled drug product;
compliance history and historical data of the exporter
and/or importer and/or recipient; non-English label-
ing; and whether there is an import alert/bulletin.

Even with this risk-based approach, however, pack-
ages of unapproved drugs still enter the country. It is
impossible for Federal officials to open and examine
all packages and detain all those that violate Federal
law. At the JFK facility, we observed unapproved
drugs from every corner of the world, including tradi-
tional medicines, counterfeit drugs, unapproved
generic versions of U.S.-approved innovator drugs,
drugs requiring refrigeration that were sent with no
provision to keep them cold, controlled substances,
and drugs that were unknown because there were no
identifying markings on the product or package.

2. What types of unapproved drugs are
being imported into the U.S.?

There is little quantitative data on the types of drugs
that are being purchased from foreign internet phar-
macies. According to IMS data,” cross-border ship-
ments are predominantly drugs for chronic conditions
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Figure 1.3
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that are typically prescribed to older patients.
Analysis of the IMS data shows that while there has
been an upward trend from 2002-2003, sales are lev-
eling off. This leveling off may indicate that (as IMS
noted) import restrictions are having an effect, the
Canadian system may be exporting all the drugs it
can, U.S. consumers are beginning to go elsewhere
for their prescription drugs, or some combination of
these factors.

Additional insight into the types of drugs that are
being imported can be gleaned from CBP and FDA
activities. The agencies told us that they periodically
conduct targeted examinations of international mail
and courier shipments over three-day periods known
as "import blitz examinations.” The import blitz
examinations of mail shipments of foreign drugs to
U.S. consumers revealed that these shipments often
contain dangerous, unapproved or illegal drugs that
pose potentially serious safety problems. During the
summer (July — August) and again in November of
2003, FDA and CBP conducted two series of “blitz"
examinations at various international mail facilities
and courier hubs. In all cases, CBP and FDA inspec-
tors found that the overwhelming majority of the
packages examined contained violative drugs.

During the import blitz examinations conducted by

four international mail facil-
ities in Buffalo, Dallas,
Chicago and Seattle, and the two courier hubs in
Cincinnati and Memphis, FDA and CBP examined
3,375 imported products, the overwhelming majority
of which contained drugs. Of the 1,927 imported
products examined during the blitz examinations at
the mail facilities, 1,641 (85%) were deemed viola-
tive. The overwhelming majority of the violative
products (69%) were non-compliant because they
contained unapproved drugs.

The following examples are typical of unapproved
drug products found during the blitzes and illustrate
the potential scope of the products found and the
risks they pose to their buyers:

e Improperly Labeled Drugs: Many of the
drugs did not bear adequate labeling or instruc-
tions for proper, safe use.

¢ Improperly packaged drugs: Some drugs
were shipped loose in sandwich bags, tissue
paper or envelopes.

e Controlled substances: Over 25 different con-
trolled substances were found. These have a sig-
nificant abuse potential and can be dangerous
when consumers take them inappropriately and
without a doctor’s supervision.

¢ Drugs withdrawn from the U.S. market
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for safety reasons such as Buscapina, which
appears to be the drug Dipyrone, removed from
the market in 1977 due to reports of agranulocy-
tosis — a sometimes fatal blood disease.

* “Foreign versions” of FDA-approved
drugs: Foreign versions may vary in potency and
purity from the U.S.-approved versions and may
raise concerns regarding safety and efficacy.

e Drugs requiring risk management and/or
restricted distribution programs: Drugs
were shipped into the U.S. without any assurance
that their use would be monitored by a doctor.

e Drugs that require initial screening or
periodic monitoring of patients: Initial
screening and periodic patient monitoring by a
medical practitioner are recommended in FDA's
approved labeling for some of the drugs found
during the blitz operations.

e Drugs requiring careful dosing: For exam-
ple, Synthroid (levothyroxine), Glucophage (met-
formin), Dilantin (phenytoin), digoxin, theo-
phylline, and Coumadin (warfarin).

e Drugs with clinically significant drug-drug
interactions: Zocor (simvastatin), imipramine,
Viagra (sildenafil citrate) and tramadol have
been associated with clinically significant interac-
tions with other drugs the consumer may be tak-
ing.

e Unlicensed biologic drugs, which should
be administered by a healthcare provider.

 Investigational Products: These products
should only be shipped pursuant to FDA's
Investigational New Drug (IND) regulations,
which require that patients who use investiga-
tional products are fully informed of the drugs’
investigational status and are not exposed to
unreasonable risks. When these products are
shipped through the mail, and used outside of
the protections established to safeguard patients
involved in clinical trials of experimental drugs,
there is a significant risk that a patient may be
harmed.

e Animal drugs not approved for human
use such as Clenbuterol, a drug approved for the
treatment of horses but also known as a sub-
stance of abuse in the “body building” communi-
ty and banned by the International Olympic
Committee.
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3. What percentage of drugs from
other countries are the same as the
FDA-approved version?

Many FDA-approved drugs are made in foreign
plants. To be FDA-approved, the drugs must be pro-
duced in FDA-inspected facilities, meet FDA safety
and effectiveness standards, and be made in compli-
ance with good manufacturing practices (quality con-
trols) prescribed by FDA. Particular manufacturing
lines for FDA-approved drugs in foreign plants must
meet these FDA manufacturing standards. Although
such plants may house additional lines of similar drug
products, FDA has no de facto assurance that they
meet FDA standards. Medicines produced on these
other lines cannot be presumed to be equivalent to
FDA-approved drugs. Although a foreign version of a
drug may look identical to an FDA-approved version,
there are many important differences that can exist
between these different versions that can affect the
way the drug works in the body, as described below.

For a medication to be approved for marketing in the
U.S., FDA reviews scientific data to determine
whether that specific formulation is safe and effec-
tive. Changes in the active ingredient or in an inac-
tive ingredient can impact how well the drug works.
For example, changes to an inactive ingredient can
alter the amount of and speed with which the active
ingredient is absorbed by the body. Ingredients pur-
chased from suppliers that do not meet FDA's stan-
dards may contain impurities that can put patients at
risk for adverse effects on their health. FDA also
inspects the foreign plant to determine whether it
meets the agency's exacting standards for quality
production and control, so called good manufacturing
practices, such as using state-of-the-art sterilization
equipment. Failure to meet these standards can lead
to drug products that are subpotent or superpotent,
contain impurities, including infectious agents, or
degrade quickly.

Different countries have different regulatory sys-
tems. Therefore, foreign versions of FDA-approved
drugs may not be the same as their U.S. counter-
parts due to differences in formulation, source of
ingredients or manufacturing processes. These dif-
ferences may occur even when the FDA-approved
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medicine and a foreign version are made in the
same facility. In these cases, each drug is made on
a different line and subject to different standards
and controls to meet the requirements of the
respective country.

When the foreign version is made in a separate facil-
ity there may be a greater likelihood of using differ-
ent quality controls. For example, FDA recently alert-
ed U.S. residents about a recall of GlaxoSmithKline
“Diskus” medicines sold in Canada to treat asthma
and chronic obstructive pulmonary disease. The prod-
ucts were recalled in Canada because their drug
delivery system may not function properly. The FDA-
approved versions were made in a different plant and
did not experience the same problems as those med-
icines produced for the Canadian market.

Another significant difference is that the labeling of
medicines produced overseas for foreign markets
may not be in English and, therefore, important infor-
mation regarding dosage, side effects, and safe use
may not be available to the U.S. consumer.

Even when a drug produced for a foreign market con-
tains the same or similar ingredients and uses the
same or similar formulation as the FDA-approved
medication, the foreign drug may not have been
packaged and stored under appropriate conditions to
prevent contamination, degradation, or substitution
with another product once it leaves the manufactur-
er's facility. In the U.S., Federal or state government
authorities tightly regulate all participants in the drug
distribution system, such as wholesalers and pharma-
cies. However, FDA, its sister agencies, and the states
lack the authority to oversee foreign distributors and
pharmacies, and, therefore, cannot ensure that drugs
from other countries are in fact the same — the same
formulation composed of the same ingredients from
the same sources, made in the same facility under the
same manufacturing standards, with the same label-
ing, and packaged, stored, and handled by entities
that meet Federal and state standards — as the med-
icines American consumers receive from the U.S. drug
supply chain.

We could not determine the percentage of drugs

commercially available in other countries that con-
form in all respects to FDA requirements. Companies
do not share this information with FDA or publicize it
by other means. Foreign countries do not share this
information, and there are no applicable Memoranda
of Understanding (MOU) that would permit the U.S.
and other countries to do so. Furthermore, although
the International Conference on Harmonization (ICH)
has made significant strides in harmonizing process-
es and requirements for approving and reviewing
prescription drugs, there are still significant differ-
ences that prevent mutual recognition of drug
approvals, making it difficult to know whether the
foreign-approved version is identical to the FDA-
approved version.

4. Where are imported unapproved
drugs coming from?

Unapproved drug products are pouring into the U.S.
from all over the world. Several initiatives have been
undertaken to quantify and characterize the source of
these drugs.

a. Via Mail

FDA told us that during the blitz examinations they
attempted to document the country of export for
those parcels containing drug products that entered
through the mail facilities. They determined that
Canadian parcels appeared most frequently, but
drugs came from a variety of other countries, includ-
ing Japan, India, the Netherlands, Taiwan, Thailand,
Belize, Malaysia, Philippines, Nicaragua, Romania,
Cambodia, Uganda, and the U.K.

b. Travel Across the Border

During 2000-2001, FDA conducted surveys at U.S.
borders to gather data on drug products carried by
individuals entering the US. In 2000, FDA's
Southwest Import District (SWID), with the assistance
of other agencies, conducted a survey of prescription
drugs being brought by pedestrians into the U.S. at
eight ports-of-entry along the 2,000-mile border with
Mexico. The survey looked at activity during four
hours on a Saturday at border ports in California,
Arizona, and Texas. The data collected from over 600
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interviews indicated that the most common type of
drug that these persons imported into the U.S. were
antibiotics or pain relievers. Sixty-three percent of the
persons interviewed had prescriptions; of these pre-
scriptions, 59 percent were U.S. prescriptions while 41
percent were Mexican. While many of these products
were foreign versions of FDA-approved drugs, some
drugs bore no resemblance whatsoever to any FDA-
approved product in the U.S.

In 2001, FDA, CBP, and other agencies conducted a
survey of prescription drugs being brought into the
U.S. at seven ports-of-entry along the U.S./Mexican
border. During the four-hour survey, a total of 586
persons brought in a total of 1,120 drug products.
Approximately 56 percent had a prescription for the
medicines (61 percent of these were U.S. prescrip-
tions, 39 percent were Mexican). As in the earlier sur-
vey, many of these products had currently marketed
FDA versions in the U.S., while some were not
approved for sale in this country.

c. Internet

According to FDA, based on a review conducted in
early 2000 by their Office of Criminal Investigations
(OCl) and a subsequent study by the General
Accounting Office, there appeared to be approxi-
mately 300 to 400 Internet sites selling prescription
drugs to consumers, approximately half of which are
located in the U.S. and half located outside the U.S.8
More recent data is not available; however, it is
believed that this number has increased significantly
in the four years since this survey was completed. It
is important to note that, despite this trend, we
believe that there are many licensed internet pharma-
cies that provide a legitimate means for consumers to
access safe and effective medicines.

In addition to the internet pharmacies selling prescrip-
tion drugs directly to consumers, several state and
local governments have set up links from their web-
sites to websites that purport to dispense drugs from
Canada and other countries. We were told about sev-
eral government-sponsored websites that facilitate the
sale of unapproved drugs to U.S. consumers.
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d. Organized Trips to Canada

Since 2000, organized bus and train trips to Canada
have apparently increased steadily, the most common
scenario being a group of senior citizens organized to
travel by bus to a Canadian city with one or more
pharmacies offering drugs at the government-estab-
lished Canadian price. Some of these trips have been
organized by public officials, such as governors or
members of Congress, with the intention of highlight-
ing the price disparity between the U.S. and Canada.
However, to date, no studies have been conducted to
ascertain the volume of drugs imported through
those trips or the precise types of drugs being pur-
chased (although it can be presumed that the pre-
dominance of drugs are those for chronic conditions
in the elderly, such as hypertension, high cholesterol,
arthritis, and diabetes).

e. Storefront Pharmacies

Beginning in early 2004, a new form of access for for-
eign drugs emerged with the advent of so-called
“storefront pharmacies.” These walk-in businesses
appeared suddenly around the country, offering inter-
mediary services between consumers and foreign
(mostly Canadian) drugstores. They would receive
the patient's prescription and fax it to a Canadian
pharmacy, which would mail a Canadian drug direct-
ly to the patient; the storefront pharmacy would
charge the patient’s credit card and split the charge
with the Canadian pharmacy. Many states took suc-
cessful legal action against these businesses under
their laws prohibiting the sale of drugs without a
pharmacy license. A significant case was decided in
Federal court against a large storefront pharmacy, Rx
Depot, that was operating in numerous states. The
judge ruled that drugs sold in this manner were both
illegal and potentially unsafe. Despite these illegali-
ties, such businesses continue to appear.

B. The Safety of Unapproved Imported
Drugs

An overwhelming number of comments told us that
safety is paramount when it comes to imported
drugs. For over 65 years, a comprehensive system of
laws and regulations has protected the American
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Canadian Drugs

We recognize that American consumers who
travel to Canada and purchase prescription
drugs from Canadian-regulated “brick and
mortar” pharmacies that service Canadian citi-
zens may very well get drugs that are fully
regulated by Canadian drug safety authorities.
However, practical experience and evidence
shows that Americans are not always getting
the same drugs as Canadian citizens when
purchasing drugs from Canadian internet sites
or sites purporting to be Canadian. We heard
during the listening sessions that the Canadian
drug supply cannot supply the needs of all
Americans. The potential for shortages in the
Canadian drug supply has prompted Canadian
suppliers to search overseas for drugs to fill
orders for American consumers.? As described
in Chapter 6 of this report, most countries,
including Canada, place lower priority on regu-
lating drugs that are transshipped or exported.
Even more troubling is the evidence we have
seen that Canadian pharmacy internet sites
are often not located in Canada or even regu-
lated by the Canadian government.10

public from unapproved, adulterated, counterfeit,
misbranded, and otherwise substandard drug prod-
ucts entering the U.S. drug distribution system. There
are potential public health consequences associated
with using imported unapproved drugs that bypass or
do not meet the U.S. legal standards for safety and
efficacy.

We were told that importation of unapproved drugs
creates a “buyer beware” situation, where the con-
sumer is left to accept the health risks and conse-
quences of their purchase. The comprehensive reg-
ulatory system in place in the U.S. is intended to pro-
tect consumers who use drugs purchased within the
legal, relatively closed distribution system in this
country. Although some comments argued that drug
importation is safe, a vast number of comments stat-
ed that there are several real potential safety con-
cerns with imported drugs: quality assurance con-

cerns, counterfeit potential, presence of untested sub-
stances, risks of unsupervised use, labeling and lan-
guage issues, and a general lack of information.

In addition, there have been limited reports of harm
from imported drugs, despite the significant number
of current illegal imports, in part because there is no
system in place to determine whether an imported
drug caused an adverse event. FDA currently learns
about adverse drug events through a combination of
mandatory and voluntary reports submitted by man-
ufacturers, health professionals, and consumers
about FDA-approved medical products. FDA's adverse
event reporting system is called MedWatch.
Currently, the MedWatch system is not set up to dis-
tinguish whether an adverse event related to a drug
product occurred from an FDA-approved product that
was purchased within the closed U.S. distribution sys-
tem, from an imported unapproved product pur-
chased over the internet, or from a product personal-
ly brought over from another country. FDA told us
that it constantly evaluates the MedWatch database
to determine if there are any unusual trends that
should be investigated further. They note, however,
that it is difficult to determine if an increased incident
of adverse events for a particular drug product is
related to the approved product or an unapproved
imported product because the health professional or
consumer making the report typically does not report
this information.

Another reason that there may be limited reports of
adverse events associated with imported drugs is
because the adverse event may be a “treatment fail-
ure.” Treatment failures can occur with substandard
imported drugs, however, it is difficult to tell if the
failure is due to the imported drug or the patient's
underlying disease itself. These reports are often not
made to the MedWatch system because the patient's
doctor often assumes that the drug is not working
(not knowing that it may have come from a foreign
source) and, instead, chooses a different treatment
option.

1. Interchangeability Can Affect Safety

Although foreign versions of FDA-approved drugs
may contain the same active ingredient, they are not
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necessarily interchangeable. To be interchangeable
under Federal law, drugs must be pharmaceutically
equivalent, bioequivalent, and appropriately stored
and handled. Pharmaceutically equivalent drugs
have the same active ingredient, strength, dosage
form, and route of administration.  Bioequivalent
drugs must have the same route and extent of
absorption into the body, whereby the two drugs
deliver the same amount of active ingredient into the
bloodstream in the same amount of time. Foreign
versions of FDA-approved drugs are not necessarily
pharmaceutically equivalent or bioequivalent.

Unapproved drugs cannot be treated as generic ver-
sions of FDA-approved drugs, even if the products
contain the same active ingredient and dosage.
Unless two drugs have been shown to be bioequiva-
lent, it is potentially dangerous to treat them as iden-
tical.

Drugs that are pharmaceutically equivalent are not
necessarily bioequivalent because even small
changes in the manufacturing process can affect a
drug’s absorption into the body. For example, a for-
eign version may have different amounts of active
ingredients or inactive ingredients, such as fillers,
binders, lubricants, disintegrants, glidants, starch, col-
ors, or flavorings. Even these slight changes in formu-
lation can affect whether the drugs are interchange-
able, in addition to influencing the efficacy and side
effects of the drug. If a foreign version of a drug is
made on a different production line than the U.S.-
approved version, the possible differences in equip-
ment operation, settings, mixer efficiency, humidity,
and drying materials could affect the quality or effec-
tiveness of the products, resulting in non-inter-
changeable products. This could be the case even if
the facility is FDA-registered and inspected.
Additionally, for drugs that have a time-release mech-
anism, different mechanisms can affect interchange-
ability, such as delayed release, sustained release, or
extended release.

For persons taking narrow-therapeutic range drugs,
such as phenytoin and warfarin, where the patient’s
blood level of the drug must be carefully titrated
within a certain range, even slight changes in the
dose and/or the amount of drug in the blood could
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potentially have dangerous effects. Foreign versions
of U.S. approved drugs that are not pharmaceutically
equivalent or bioequivalent may result in different
blood levels. Consequently, if a patient has been
maintained on a particular formulation of the drug,
switching formulations can cause their clinical condi-
tion to recur (due to a blood concentration of the
drug below the narrow therapeutic range) or lead to
toxicity (due to blood concentrations of the drug
above the narrow therapeutic range.)

2. Risks of buying drugs from some
internet pharmacies

There are an increasing number of foreign internet
pharmacies capitalizing on the vulnerability of
patients in search of less expensive prescription
drugs. It is important to note that the internet is a
valuable resource for consumers to find informa-
tion and is a convenient way to purchase prescrip-
tion drugs from legitimate, state-licensed pharma-
cies. There are efforts to help patients identify if an
online pharmacy site is appropriately licensed, such
as the Verified Internet Pharmacy Practice Site
(VIPPS) certification program, run by the National
Association of Boards of Pharmacy. Online pharma-
cies with the VIPPS logo also have successfully
completed a rigorous inspection and review. The
internet is also useful for telemedicine, which
increases communications between and among
patients and health professionals. However, the
internet has created a marketplace for the sale of
unapproved drugs, prescription drugs dispensed
without a valid prescription, drugs from unknown
origins, counterfeit drugs, and otherwise substan-
dard drugs. Although there are a number of legiti-
mate and reputable internet pharmacies in the U.S.
that serve American consumers, there are a consid-
erable number of internet pharmacies that are not
legitimate and that unlawfully sell prescription
drugs to American consumers.

Unfortunately, it is very easy to set up a webpage that
misrepresents the pharmacy’s location, the source
and country of origin of its drugs, the regulatory sta-
tus of the drugs (e.g., whether or not FDA-approved),
and its compliance with applicable laws and regula-
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tions. Moreover, many of these internet pharmacies
require the patient to sign a disclaimer waiving their
right to sue if harmed by the products they bought.

Legalizing personal importation in the U.S. could lead
to the proliferation of these types of internet pharma-
cies. Because of the ease with which such websites
can be established and obscure their physical loca-
tion, it would be nearly impossible to monitor, find, or
inspect all of these pharmacies. Furthermore, the vol-
ume of packages entering the U.S. today has been
increasing at a steady rate. Under a personal impor-
tation program, it would be very

ic Ambien, all prescription drugs that have no gener-
ic version approved in the U.S. or Canada. No pre-
scription was needed. Even more troubling is that
when an FDA laboratory analyzed the drugs, they
failed most of the purity, potency, and dissolution
tests. All contained some amount of active ingredi-
ent, but two were found to be subpotent and one was
found to be superpotent. (generic “"Ambien” had
140% of declared potency; generic “Lipitor” had
81% of declared potency; generic “Viagra” had 65%
of declared potency) Figure 1.4 summarizes the test
results:

difficult to distinguish which of Figure 1.4 _ o
these millions of packages are Canadian Pseudo-Generics
from ‘permitted’ internet pharma- — — -
cies and which are from rogue Drug Ambien Lipitor Viagra
websites, increasing the potential
safety risks associated with Drug Present PASS PASS PASS
imported drugs.
. Potenc
a. Unapproved Versions of y FAIL FAIL FAIL
FDA-Approved Drugs . .
PP I Dissolution | PASS FAIL FAIL

Some of these rogue internet :
pharmacies offer for sale what Purity Test PASS FAIL FAIL
they claim to be FDA-approved
prescrlptlon drugs or In some Source: FDA News July 13, 2004 FDA Test Results of Prescription Drugs from Bogus Canadian Website Show All
CaS@S, generic VerSionS, WhiCh in Products Are Fake and Substandard (http://www.fda.gov/bbs/topics/news/2004//NEW01087.html)

fact are unapproved, illegal, and
unsafe copies of the drugs. For
example, FDA identified a website from a spam email
that was sent to consumers for www.canadiangener-
ics.com.!" Every page of this site suggested that the
internet pharmacy was located in, and operated out
of, Canada. FDA made a purchase and determined,
however, that neither the dispensers of the drugs nor
the drugs themselves were Canadian. The regis-
trants, technical contacts, and billing contacts for the
website are listed with addresses in China. The
reordering website for the purchase, as well as its
registrant, technical contact, and billing contact have
addresses in Belize. The drugs were shipped from
Texas, with a customer service and return address in
Florida.

The drugs that FDA purchased were described on the
website as generic Viagra, generic Lipitor, and gener-

b. Misleading or Unknown Location of
Pharmacy

As described in the example above, some internet
pharmacies purport to be located in one country, such
as Canada, but in fact the drugs are mailed from a
location in another country. In addition, we recently
learned that www.CanadaRx.net, an internet phar-
macy claiming to be located in Canada, set up an
operation in the Bahamas to serve consumers who
thought that they were buying drugs from Canada.
According to FDA, the orders were placed on the
internet site claiming to be in Canada and filled in the
Bahamas. From there, the drugs were shipped to the
consumer in the U.S. The consumer received an
invoice claiming that the pharmacy is located in
Hamilton, Ontario and there was no acknowledge-
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ment that the order was filled and sent from the
Bahamas. In fact, it is reported that the drugs origi-
nated from the world market, from countries, includ-
ing but not limited to, New Zealand, United Kingdom,
and Singapore. It would be logical to question the
integrity and safety of a product when the business
that sold the product makes fraudulent claims and/or
fails to disclose important information about the
source of its drugs.

¢. Pharmacy Noncompliance with Practice
Standards

U.S. state-licensed pharmacies are required to abide
by state laws and regulations that ensure the safe
and effective use of FDA-approved drugs. Foreign
internet pharmacies may or may not comply with the
laws and regulations applicable in their country. An
inspection by the state of Minnesota of several
Canadian pharmacies showed the substandard prac-
tices followed at some pharmacies, which can lead to
significant safety problems.12 These practices includ-
ed:
e Several pharmacies used unsupervised techni-
cians, not trained pharmacists, to enter medica-
tion orders and to clarify prescription questions;
e One pharmacy had its pharmacists review 100
new prescriptions or 300 refill prescriptions per
hour, a volume so high that it would have been
impossible to assure safety;

e One pharmacy failed to label its products;
instead, it shipped the labels unattached in the
same shipping container, even to patients who
received multiple medications in one shipment;

* Drugs requiring refrigeration were being shipped
un-refrigerated with no evidence that the prod-
ucts would remain stable;

e At least one of the Canadian pharmacies visited
by Minnesota health officials dispensed many
drugs that apparently were not even of Canadian
origin; and

* Many of the drugs were obtained from prescrip-
tions that had been written and rewritten across
multiple Canadian provinces.

These types of systematic problems would generally
constitute regulatory violations under the compre-
hensive system of Federal and state regulation of
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drug safety in the U.S.

d. Prescription Drugs Obtained Without a
Prescription

It is easy to purchase prescription drugs over the
internet without a prescription. During our public
meeting, we heard from a group that surveyed 250
websites and found that 167 did not require a prior
prescription.'3 A recent General Accounting Office
(GAO) report entitled, “Internet Pharmacies: Some
Pose Safety Risks for Consumers,”14 describes signif-
icant problems with internet pharmacies. Of 68 drug
samples purchased from 68 different websites, GAO
obtained 45 of 68 prescription drug samples either by
a prescription issued after completing only an online
medical questionnaire or without any prescription at
all. GAO easily purchased without a prescription,
drugs with special safety restrictions, such as
Accutane (which can cause birth defects if taken
when pregnant) and Clozaril (which requires close
monitoring of blood levels to avoid serious side
effects) as well as the highly addictive and abused
narcotic, OxyContin. The lack of a health profession-
al/patient relationship is of particular concern if a
patient is using a drug for the first time or is taking
other medications that the patient does not mention
when filling out the online questionnaire. In essence,
without a physician-patient relationship, the patient
may be self-diagnosing a problem, which can magni-
fy the safety risks associated with the use of prescrip-
tion drugs.

4. Particular Products of Concern

Certain drugs can pose significant risks to patients if
they require careful administration and monitoring,
require special handling or storage, pose sterility con-
cerns, are addictive or have a high abuse potential, or
are highly susceptible to counterfeiting on the global
market. The comments and the MMA acknowledge
that drugs that have potential elevated safety con-
cerns should be excluded from any legalized importa-
tion program. Particular products of concern include:
Injectable drugs;

e Biological products;

e Drugs inhaled during surgery;

* Drugs that have specific post-marketing risk-
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monitoring programs;
e Drugs that must be refrigerated or kept frozen;
e (Controlled substances; and
e Drugs that are highly susceptible to counterfeit-
ing on the global market.

5. Countries of Concern

Although there are countries that do meet high regu-
latory standards, there are other countries that have
regulatory systems that are emerging or that fall
short of the US. system. The available evidence
reflects that importation from these countries of con-
cern can become an avenue for drugs that may be
adulterated, misbranded, counterfeit, or otherwise
substandard, to enter the U.S. drug distribution sys-
tem.

As the number of countries from which drugs can be
imported increases, the potential for risk increases
and safety concerns can arise. As the number of
countries involved in the shipping and handling of
drugs increases (creating a longer chain of custody)
there is greater opportunity for substitution of prob-
lematic drugs. These risks may be alleviated with a
shorter chain of custody and oversight by competent
regulatory authorities, e.g., Canada.

For example, one comment stated that under
Japanese law, it is legal to import or domestically pur-
chase expired medical products, re-package them as
new, and export them to other countries. Under U.S.
law, these types of products would be illegal. The
comment also noted that countries that do have
oversight over transshipped products may not active-
ly enforce their laws on those products.

6. Safety Cannot Be Tested Into a
Product

A quality manufacturing process builds the founda-
tion for the safety and efficacy of a drug product. A
fundamental principle of drug regulation is that qual-
ity cannot be tested into a product. Rather, quality
must be built into the product through the manufac-
turing process. Verification of product integrity and
quality cannot be left to the consumer. From the evi-
dence presented to us, visual inspection alone is not
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sufficiently reliable and consumers cannot tell if a
drug contains the appropriate active or inactive
ingredients, is adulterated, misbranded, contains
impurities or was stored properly.

Some comments suggested that a testing require-
ment be instituted at the border or port of entry to
validate or authenticate that an imported product is
genuine. Although simple chemical analysis can ver-
ify if the active ingredient is present, such testing
would be inadequate to identify the purity and poten-
cy of the product or to determine whether it was
made according to ¢cGMPs, is expired, has been
stored under adverse or inappropriate conditions, or
is counterfeit. Furthermore, we are not aware of any
single technology or machine that could do these
types of tests for all products as they enter the coun-
try. Even if such a technology or machine existed, it
would be prohibitively expensive and resource-inten-
sive, and it still would be logistically impossible to
test all imported products. Such a process would
delay access to, and availability of, the drugs while
the test results were pending, and would substantial-
ly increase the cost of the drugs beyond any available
discount that might have been realized.

1 21 US.C. § 355.

A "port” is a location where an individual can transit
into the U.S., such as an airport, seaport, or land border.

3 FDA, Statement of William K. Hubbard, Associate
Commissioner for Policy and Planning, before the U.S.
Senate Committee on Commerce, Science, and
Transportation, Subcommittee on Consumer Affairs,
Foreign Commerce, and Tourism, September 5, 2001.

4 IMS Health, IMS Management Consulting, Canadian
Cross-Border Pharmaceutical Sales, Q1/2002-Q1/2004.

5 IMS Health, IMS National Sales Perspectives ™: Retail,
Q1/2003-Q4/2003; IMS Health, NPA Plus ™: Monthly
Rx Audit, Q1/2003-Q4/2003; IMS Health, IMS
Management Consulting Canadian Cross-Border
Pharmaceutical Sales, Q1/2003-Q4/2003.

6 FDA, "FDA Talk Paper: FDA warns consumers about
counterfeit drugs purchased in Mexico,” July 30, 2004.
Accessed at
http://www.fda.gov/bbs/topicss ANSWERS/2004/ANS0130
3.html on 11/4/04.

7 IMS Health, IMS Management Consulting Canadian
Cross-Border Pharmaceutical Sales Q1/2002-Q1/2004

8 FDA, Statement of John M. Taylor, Associate



CHAPTER 1

10

"

12

13

14

HHS REPORT ON PRESCRIPTION DRUG IMPORTATION

Commissioner for Regulatory Affairs before the U.S.
House of Representatives Committee on Energy and
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Investigations, March 10, 2003.

Los Angeles Times, “Canadian sites look overseas for
drug supply: To combat shortages, online pharmacies
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could be an issue,” August 30, 2004.

See FDA, U.S./Canadian Price Comparisons. Accessed at
http://www.fda.gov/oc/opacom/hottopics/importdrugs/ca
nadarx.html on 11/9/04.

FDA, “"FDA News: FDA Test Results of Prescription Drugs
from Bogus Canadian Website Show All Products Are
Fake and Substandard,” July 13, 2004. Accessed at
http://www.fda.gov/bbs/topics/news/2004/NEW01087.ht
ml on 11/9/04.

FDA, Letter from William K. Hubbard, Associate
Commissioner for Policy and Planning to the Honorable
Tim Pawlenty, Governor of Minnesota, February 23,
2004. Accessed at http://www.fda.gov/oc/opacom/hot-
topics/importdrugs/pawlenty022304.html on 11/9/04.
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Limits on Resources and Authorities

CHAPTER HIGHLIGHTS:

The Federal law governing drug safety in the U.S. establishes the standards by which FDA determines
whether a prescription drug is “safe and effective” for sale in the U.S. These standards govern the way in
which prescription drugs are manufactured, packaged, labeled, held, and shipped. Many of the prescrip-
tion drugs that are imported into the U.S. now by individual citizens, via mail and courier services, fail to
comply with some or all of these Federal standards. To ensure that imported prescription drugs are as safe
as those that are legally sold in the U.S., an importation program for U.S.-approved drugs would have to
ensure that the imported drugs meet the current (or equivalent) Federal standards. This report determines
that it would be extraordinarily difficult to ensure that drugs personally imported by individual consumers
could meet the necessary standards for a certification of safety to be made. Meanwhile, a commercial
importation program could be feasible but would require new legal authorities, substantial additional
resources, and significant restrictions on the type of drugs that could be imported, which could increase
the costs of imported drugs.

Key POINTS:

e The FD&C Act establishes the standards by which FDA determines whether a prescription drug is
“safe and effective” for sale in the U.S. These standards govern the way in which prescription drugs
are manufactured, packaged, labeled, held, and shipped.

 In order to assure that imported prescription drugs are as safe as those that are legally sold in the
U.S., an importation program would need to assure that the imported drugs meet the same level of
safety as current Federal standards. If imported drugs fail to meet these or equivalent standards, the
Task Force believes that the Secretary would have difficulty in assuring U.S. consumers that imported
drugs pose no additional risk to their health and safety.
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. WHAT WE SOUGHT COMMENT ON

Congress asked HHS to identify the limitations,
including limitations in resources and, if applicable, in
current legal authorities, that may inhibit the
Secretary’s ability to certify the safety of imported
drugs.

To further explore this issue, we asked for
comment on:

e Changes in law, regulations, and guidances need-
ed to assure a level of safety comparable to that
provided in U.S.

e Resources needed to assure a level of safety
comparable to that provided in the U.S.

e Whether and to what extent does the govern-
ment need specific authorities and controls to
assure the safety of imported drugs?

e What impact would restricting importation to
products manufactured in or shipped from cer-
tain countries have on adequately regulating
these products?

e Whether any current authorities for promoting
the safety and security of food imports provide
useful information for developing a system for
safety assurances for drug imports.

Il. WHAT THE COMMENTS SAID

Several comments stated that numerous provisions of
the FD&C Act prohibit the Secretary from certifying
the safety of imported drugs. They argued that open-
ing up the current closed distribution system would
harm the public health by allowing larger amounts of
potentially unsafe drugs into the U.S.

Many comments stressed that imported drugs should
adhere to the standard of safety and efficacy that cur-
rently exists in the U.S. Most comments offered broad
suggestions on ways to change laws, regulations, and
guidances to assure that the level of safety would
remain comparable to that provided in the U.S.

Accreditation of internet pharmacies - It was noted
that while many internet pharmacies provide legiti-
mate services, some pose significant risks to con-
sumers. For example, one comment described an inci-
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dent where a consumer received expired insulin,
which led to a serious adverse event. Some com-
ments said that since many imported drugs are
ordered via the internet, FDA should consider ade-
quate regulation of internet pharmacy sites. Several
comments suggested establishment of a list of legiti-
mate websites. One comment suggested that the list
be linked to FDA's website so that consumers would
have a reputable source to consult when making
healthcare decisions.

FDA authority to conduct foreign inspections — Many
comments recommended that FDA have the authori-
ty to inspect foreign manufacturing facilities in order
to ensure adherence to good manufacturing prac-
tices.

Pedigree requirements — Several comments dis-
cussed the need for a pedigree, to trace a drug prod-
uct back to the manufacturer, to help guard against
counterfeit or adulterated drugs. Of the comments
that discussed the pedigree requirement, there was
overwhelming support for its implementation. Some
comments stated that FDA has sufficient authorities
for requiring pedigrees under the PDMA, however,
FDA continues to stay the implementation of these
requirements.

Electronic track and trace technology - Many com-
ments agreed that electronic track and trace technol-
ogy, although expensive, holds great promise and
would help maintain the integrity of the drug supply.
One comment suggested that FDA encourage manu-
facturers to include this technology in their product
packaging.

FDA authority to oversee international recalls — One
comment suggested that FDA have the same level of
authority for international recalls as it currently has
for domestic recalls. In addition, a system for assess-
ing post-marketing complaints and adverse events
for foreign drugs would need to be established.

Higher penalties for drug counterfeiters - A few
comments stated that the current penalty for a felony
drug counterfeiting violation is inadequate and
should be increased.
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Product testing - Some comments suggested requir-
ing product testing at the border to authenticate
products. There was conflicting information about
the accuracy and feasibility of product testing. Some
comments said that testing would be very expensive,
resulting in higher prices. Other comments said that
testing is necessary, accurate, and could be product-
specific.

Special packaging and prior notice - One comment
suggested that the value of special packaging for
imported drugs would be limited, but that requiring
importers to serve prior notice of the drugs they are
bringing in, with reasonable time frames for FDA to
inspect these products, would be useful.

lll. DISCUSSION

A. Safety Certification

As previously discussed, the FD&C Act strictly limits
the types of drugs that may be imported into the
U.S.1.2 Congress enacted these provisions to create a
relatively closed drug distribution system, which helps
ensure the safety, effectiveness, and high quality of
prescription drugs for U.S. consumers. MMA estab-
lishes Federal authority in 21 U.S.C. § 384 to create an
importation program, however, this section does not
become effective unless the Secretary of HHS first cer-
tifies that implementing the importation program
would pose no additional risk to public health and
safety and would result in a significant reduction in
the cost of drugs to the American consumer.

Under the MMA, FDA would have to promulgate sub-
stantial regulations to ensure that the drugs being
imported are U.S.-approved drugs and that they com-
ply with all of the requirements of the FD&C Act and
its implementing regulations concerning FDA
approval and how the prescription drugs are manu-
factured, packaged, labeled, held, and shipped.

Limitations in current legal authorities may inhibit the
Secretary’s ability to certify the safety of a drug
importation program. The authorities and prohibi-
tions in Title 19 of the U.S. Code and state pharmacy
laws discussed below are examples of such legal lim-
itations that impact the Secretary’s ability to certify
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that importation would pose no additional risk to
public health and safety.3 Any importation program
would need to address these standards.

Second, if Congress were to authorize the importa-
tion of non-U.S.-approved drugs, there are additional
legal authorities that would be necessary to ensure
that an importation program would pose no addition-
al risk to public health and safety.4

The chart at the end of this chapter identifies addi-
tional issues and regulatory actions to consider with
respect to commercial importation.

1. Title 21, Food and Drugs

The FD&C Act establishes the standards by which FDA
determines whether a prescription drug is “safe and
effective” for sale in the U.S. These standards govern
the way in which prescription drugs are manufac-
tured, packaged, labeled, held, and shipped. As dis-
cussed in Chapter 1 of this report, most of the pre-
scription drugs that are imported into the U.S. now by
individual citizens, via mail and courier service, fail to
comply with some or all of these Federal standards.
In order to assure that imported prescription drugs
are as safe as those that are legally sold in the U.S.,
an importation program would need to assure that
the imported drugs meet the current Federal stan-
dards. Taken together, these standards represent the
baseline level of safety that the Secretary would need
to consider in weighing his ability to certify that an
importation program poses no additional risk to the
public’s health and safety. If imported drugs fail to
meet these (or equivalent) standards, we believe the
Secretary would have difficulty certifying to U.S. con-
sumers that imported drugs pose no additional risk.
The discussion below outlines current legal require-
ments and assesses whether and how imported drugs
could comply with these safety standards.

2. 21 U.S.C. 355, Drug Approvals

Section 355 states that a “new drug”> may not be
introduced into interstate commerce (which includes
importation into the U.S.) unless it has been pre-
approved by FDA. There are two basic ways a manu-
facturer of a new drug may obtain FDA approval.
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First, a manufacturer may submit a New Drug
Application (NDA) to FDA to demonstrate that its
drug is safe and effective for its intended uses.t
Second, a manufacturer may seek approval in an
Abbreviated New Drug Application (ANDA) of a drug
product that would be therapeutically equivalent
(pharmaceutically equivalent and bioequivalent) to
the approved innovator drug and, thus, substitutable.
A drug that is approved under an ANDA is commonly
referred to as a “generic” drug.” In either case, FDA
drug approvals are product-specific and manufactur-
er-specific and, therefore, do not authorize the sale of
any other drug.

a. Safety and Effectiveness

The MMA's importation scheme requires safeguards
to ensure that drugs imported from Canada comply
with section 355. Most drugs imported into the U.S.
from Canada now are not approved under section
355. Thus, their sale into the U.S. would remain ille-
gal, even if the importation program under the MMA
were to become effective. In this respect, whether
this was intended or not, section 355 strictly limits
the universe of drugs that are eligible to be imported
from Canada. In other words, under MMA, very few
drugs would be eligible for importation, specifically, a
small subset of drugs that have approved NDAs and
ANDASs.

If Congress were to further amend section 384 to
allow importation of Canadian “versions” of U.S.-
approved drugs, the volume of drugs available to U.S.
consumers from Canada would increase.8 Such leg-
islation would necessarily provide an exemption from
section 355's requirements for imported drugs.
However, for the Secretary to make a safety certifica-
tion, sufficient alternative safeguards would have to
be imposed to ensure that imported drugs meet the
same level of safety as drugs approved under section
355. Such alternative safeguards would not only
have to be developed and implemented in the impor-
tation context, they would also have to be deter-
mined to be equivalent to the existing standards
under section 355. As a result, the Secretary’s ability
to certify that an importation program would pose no
additional risk to public health and safety would turn
on whether and to what extent statutory and regula-
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tory safeguards equivalent to section 355's require-
ments could be developed and implemented and
whether adequate resources are available to enforce
these safeguards.

b. Bioequivalence and Substitutability

Under the MMA, the issue of substitutability is large-
ly moot, at least from a legal standpoint. Since the
drugs that are eligible to be imported under the MMA
are limited to FDA-approved drugs, there should be
no concern that the program legally sanctions label-
ing an unapproved Canadian drug with the label of
an approved drug.

If, however, Congress amended section 384 to allow
importation of unapproved drugs, section 355 could
also impact the Secretary’s ability to certify that
importation would pose no additional risk to public
health and safety. This is especially true if such pro-
gram would allow or require the imported foreign
“versions” of FDA-approved drugs to be labeled and
sold as interchangeable, generic substitutes for their
FDA-approved counterparts.

Section 355(j) sets out the approval standard for
generic drugs.  To obtain approval of a drug under
section 355(j), an ANDA applicant generally must
demonstrate that the proposed drug product has the
same active ingredient, dosage form, route of admin-
istration, strength, and labeling as the innovator prod-
uct. Only bioequivalent drug products that have the
same active ingredient, dosage form, strength, and
route of administration are considered therapeutically
equivalent by FDA and, thus, substitutable.

Bioequivalence has been the basis for approving
generic copies in the U.S. for more than 20 years. In
addition, manufacturers of brand name drugs per-
form the same bioequivalence tests as generics when
they reformulate to ensure substitutability. A show-
ing that a drug product is safe and effective for its
intended uses is independent of a showing of bioe-
quivalence; two products used to treat the same con-
dition may both be safe and effective for their intend-
ed uses, but they may not be bioequivalent. As a
result, the two drugs cannot be substituted for each
other.
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If a drug imported from Canada is not actually an
FDA-approved product, FDA cannot assure that an
imported drug product is readily substitutable for the
FDA-approved version without a showing of bioe-
quivalence. Substitution or commingling of non-bioe-
quivalent drugs may result in one version of a drug
being super-potent or sub-potent compared to the
other. In the case of some drugs, these differences in
potency can have toxic effects (e.g., warfarin), or they
may result in the delivery of insufficient active ingre-
dient to treat a particular condition.

¢. Repackaging

Section 355's requirements with respect to who may
repackage drugs also affect the Secretary’s ability to
make the safety certification the MMA requires. As
discussed above, every step in the manufacture, pack-
ing, and repacking of a new drug must be the subject
of an NDA.% This means that when drugs are repack-
aged (other than in the practice of pharmacy), the
repackaging generally must be covered by an FDA-
approved drug application. In addition, NDA holders
must obtain pre-market approval through a supple-
ment for any change in packaging that might have an
adverse effect on the identity, strength, quality, puri-
ty, or potency of a drug product.’0 This includes any
change to a drug product container closure system
that controls the drug product delivered to a con-
sumer, or changes in the type or composition of a
packaging component that may affect the impurity
profile of the drug product.!

There is an important exception to the preceding NDA
requirement for repackagers that is particularly appli-
cable with respect to the importation of FDA-
approved drugs under MMA. In section 446.100 of
FDA's Compliance Policy Guide, FDA permits persons
who repackage approved, solid oral dosage form
drug products to do so without an NDA, so long as
the labeling used for the repackaged product is
equivalent to that of the approved drug, except for
labeling changes necessary to comply with section
352(b). That provision requires the product label to
bear an accurate statement of the quantity of the
contents of the package. Since the drugs that are eli-
gible to be imported under the MMA are, in general,
the type of products described in the Compliance
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Policy Guide, it seems likely that, for the most part,
prescription drugs imported under the MMA will fall
into the exception to the requirement under section
355 for repackaging to be covered by an FDA-
approved drug application.

If, however, Congress amended the MMA to allow
importation of other dosage forms, persons wishing
to repackage those drugs would need an NDA to do
so, unless Congress modified these statutory require-
ments with respect to imported drugs.

3. 21 U.S.C. 352, Misbranding

Section 352 and its implementing regulations set
forth the labeling requirements for drugs. These
labeling requirements are both general and product-
specific, and are intended to assure that drugs are
safely handled, shipped, and used. Foreign drugs that
are misbranded may not be legally imported into the
U.S. pursuant to section 331(a). There are several
provisions in the FD&C Act describing or defining mis-
branding that are potentially implicated by the
importation of prescription drugs. First, under section
352(a), a drug is misbranded if its labeling is false or
misleading in any particular. Second, under section
352(c), a drug is misbranded if any information (for
example, expiration dates, specific product warnings,
and lot numbers) required to appear on its label is not
prominently displayed on the label. Third, under sec-
tion 352(0), a drug is misbranded if it was not pre-
pared, propagated, compounded, and/or processed in
an establishment that was duly registered with FDA
as required by section 360. Finally, under section
352(f), a drug is misbranded if its labeling does not
bear adequate instructions for use.

The MMA provides that drugs imported from Canada
must comply with the misbranding provisions of sec-
tion 352.12 The MMA's importation provisions do not
appear to limit the authority in section 381(a), which
requires FDA to refuse to admit into the U.S. any drug
that appears to be misbranded.!3 Finally, the MMA
requires the manufacturer of a prescription drug (as
defined at section 384(a)(3)) to “provide an importer
written authorization for the importer to use, at no cost,
the approved labeling for the prescription drug.” 14
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As we previously noted, drugs that do not comply
with section 352 cannot be imported. Moreover, FDA
is required to refuse admission to any drug that
appears to be misbranded. The drugs that are permit-
ted to be imported under the MMA, however, are
FDA-approved drugs — or drugs that, if labeled with
the FDA-approved labeling, would be FDA-approved
drugs. Since misbranded products cannot be intro-
duced into interstate commerce and drugs that
appear misbranded can be refused admission, the re-
labeling of the drugs that importers are permitted to
import under the MMA with the FDA-approved label-
ing appears to be a practical problem that importers
— to whom the manufacturers of such drugs are
required by the MMA to provide a written authoriza-
tion to use the approved labeling at no cost — would
have to deal with.

The requirement in the MMA that manufacturers
allow importers to use their FDA-approved labeling
raises an additional practical problem that will need
to be addressed: Are importers allowed to reproduce
the FDA-approved labeling? Sanctioning the use of
reproduced labeling may make the job of law
enforcement more difficult. Certain drugs packaged
with labeling that appears to have been reproduced
on a color copier could be legally shipped in domes-
tic commerce under the MMA, thus making it more
difficult to differentiate counterfeit drug labeling
from those reproduced drug labeling authorized by
law. This concern applies even if, as in the case of the
MMA, the drugs being re-labeled are FDA-approved
drugs (or drugs that, if labeled with the FDA-
approved labeling, would be FDA-approved drugs).

The labeling requirements in section 352 would raise
even more difficult questions if Congress were to
amend section 384 to authorize the importation of
drugs that had not been approved by FDA. Under sec-
tion 352(a), a drug is misbranded if its labeling is
false or misleading in any particular. If Congress were
to amend section 384 to permit or require labeling or
re-labeling of an unapproved Canadian “version” of
an FDA-approved drug with the labeling of its FDA-
approved counterpart, it would do violence to the
reasons for which the misbranding provisions of the
FD&C Act exist. As noted above, drugs are not consid-
ered substitutable in the U.S. unless they have been
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shown to be bioequivalent under the standard in sec-
tion 355. Thus, not only could such re-labeling mis-
lead parties in the distribution chain regarding the
identity of the drug they are receiving, the labeling
would be literally false if the imported product con-
tains different inactive ingredients, has a different
manufacturer, or otherwise differs in some material
respect from the FDA-approved version. Such differ-
ences could affect safety to the extent that individu-
als may be allergic to particular ingredients or certain
active ingredients interact differently with different
inactive ingredients.

Under section 352(c), a drug is misbranded if any
information that is required by or under authority of
the FD&C Act to appear on its label or labeling is not
prominently placed thereon. Such information
includes expiration dates, specific product warnings,
and lot numbers. Foreign labels may not contain all
of the required information, so a foreign drug may be
misbranded when it is offered for import into the U.S.
This is true, even if the drug inside the foreign label
meets the requirements of the FD&C Act.

Under section 352(0), a drug is misbranded if it was
not prepared, propagated, compounded, and/or
processed in an establishment that was duly regis-
tered with FDA, as required by section 360. If
Congress amends section 384 to authorize importa-
tion of unapproved drugs, section 360 must be
addressed. Many foreign drugs are not manufactured
in establishments that are properly registered with
FDA, and so are misbranded under section 352(o)
when sold into the U.S.

Under section 352(f), a drug product’s labeling must
also bear adequate directions for use. 21 CFR 201.5
defines adequate directions for use as “directions
under which the layman can use a drug safely and for
the purposes for which it is intended.” In the case of
prescription drugs, this is a highly technical require-
ment. A series of Federal cases holds that all unap-
proved prescription drugs lack adequate directions
for use as a matter of law. 1>

There are two significant exemptions from section
352(f). First, 21 CFR 201.100 exempts prescription
drugs from section 352(f) under certain specified cir-
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cumstances. Under MMA, this regulation is signifi-
cant because the FDA-approved prescription drugs
imported by pharmacies or wholesalers would have
to comply with its requirements to avoid being mis-
branded under section 352. However, the exemption
in 201.100 extends only to approved drugs (or their
components). Thus, while the regulation offers a
potential safe harbor for the drugs that are eligible
for importation under MMA, it would need to be
revised if Congress decided to amend section 384 to
authorize importation of unapproved foreign drugs.'®

Second, under section 353(b)(2), a prescription drug
lawfully dispensed pursuant to a valid prescription is
also exempted from 352(f) (and 352(c) and (o), as
well) so long as its label still displays certain basic
information.

This second exemption would need to be addressed if
Congress were to amend section 384 to authorize
importation of unapproved new drugs. The exemp-
tion in section 353(b)(2), however, applies only to
drugs that are lawfully dispensed pursuant to a valid
prescription to individual consumers; by definition, it
does not extend to drugs sold in wholesale distribu-
tion. Thus, the exemption would not apply in the case
of a foreign pharmacy that sold drugs to a U.S. phar-
macy or U.S. wholesaler, regardless of whether those
drugs were FDA-approved.

Although not all misbranded drugs necessarily pose a
safety risk, the FD&C Act and its implementing regu-
lations clearly contemplate that labeling is a compo-
nent of the safe use of a drug product.'” The impor-
tation of drugs whose labeling did not meet the legal
standards set forth in section 352 would be less safe
compared to the current standards.

4. 21 U.S.C. 351, Adulteration

Section 351 sets forth the adulteration provisions in
the FD&C Act. Foreign drugs that are adulterated
may not be legally imported into the U.S. pursuant to
section 331(a).

The adulteration requirements in section 351 range
from general to highly technical. One has particular
relevance under MMA.
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Section 351(a)(2)(B) states that a drug is adulterated
for purposes of section 331(a) unless it is manufac-
tured and held in conformance with current good
manufacturing practice (cGMP).18 The concept of
cGMP is intended in part to assure that drugs are
properly handled and stored at all times before they
are dispensed to consumers. One of the fundamental
concerns about the importation of foreign drugs is
that there is no way to assure that they have been
appropriately stored, processed, and packaged.

This uncertainty impacts the Secretary’s ability to cer-
tify whether implementation of MMA would pose no
additional risk to the public health. When Congress
added section 381(d)(1), it made a finding that drugs
held abroad “were a health and safety risk to
American consumers because they may have become
subpotent or adulterated during foreign shipping and
handling.” 19

MMA modifies section 381(d)(1). To address the
issue of potential mishandling of drugs, it requires
that certain tests be performed on imported drugs,
and that Canadian sellers involved in the importation
of drugs into the U.S. be registered with the Secretary.
To certify, the Secretary must conclude that these pro-
visions are sufficient to address the concerns that
Congress identified when it enacted section 381(d)(1)
in the late 1980s. Unfortunately, however, tests may
not always substantiate whether a drug has been
held in conformance with cGMP. Moreover, without
a consistent physical presence abroad, it will be diffi-
cult to assess how different registrants actually han-
dle the drugs they ship into the U.S.

The preceding concerns that Congress expressed in
the 1980s about drug potency also implicate sections
351(b) and (c). These provisions state that a drug is
adulterated if its strength differs from, or its purity or
quality falls below, that which it purports to possess.
These provisions are intended to help assure that
drugs meet manufacturing specifications and do not
contain dangerous impurities. These concerns apply
to many foreign drugs offered for sale into the U.S.,
especially many of the unapproved new drugs shipped
to the U.S. in small packages from countries with less
developed regulatory systems. One practical limita-
tion, however, is that it is very difficult to determine
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whether a drug violates section 351(b) or (c) from
mere visual inspection alone. To ascertain the purity
of a drug, FDA typically must test it, and such tests are
costly and extremely resource-intensive.

This concern is addressed to some degree by the
MMA, to the extent that drugs imported into the U.S.
must be manufactured and held in compliance with
cGMP and must first be tested. However, no testing
scheme is foolproof. In addition, as a practical matter,
the opportunities for adulteration increase as the dis-
tribution chain and number of entities handling the
products increase. The practical limitations of such a
scheme are addressed elsewhere in this report. To
ensure compliance with ¢cGMP, FDA may need to
inspect the facilities of the Canadian sellers.
Assuming that inspections were required, a memo-
randum of understanding (MOU) with Canada to per-
mit such inspections, or for Canada to carry out such
inspections on FDA's behalf, would be needed.20

If Congress were to amend section 384 to authorize
importation of unapproved drugs, the legal concerns
related to adulteration would increase significantly.
In the case of the U.S.-approved drugs at issue in the
MMA, the primary concern is not how the drugs were
manufactured—they were presumably manufactured
in compliance with cGMPS since they were made in
an FDA-inspected facility pursuant to an approved
NDA—but whether the products were appropriately
held while in foreign commerce. In the case of unap-
proved drugs, the concerns extend to all phases of the
drug’s development, and FDA has no assurance
whether unapproved drugs were manufactured in
compliance with cGMP.

As with the misbranding provisions, exempting cer-
tain foreign drugs from the pre-approval require-
ments of section 355 would not address separate vio-
lations of section 351. Any importation program that
authorized importation of unapproved new drugs
would have to comply with the provisions of section
351, or exempt imported drugs from section 351's
requirements and ensure that sufficient alternative
safeguards are in place to assure an equivalent level
of safety.
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5. 21 U.S.C. 381(a), Imports

Section 381(a) governs how FDA and CBP evaluate
and process drugs that are offered for import into the
U.S. Under section 381(a), FDA must refuse to admit
any drug that “appears” (based on examination of
samples or otherwise) to be an unapproved new drug
within the meaning of section 355, an adulterated
drug within the meaning of section 351, or a mis-
branded drug within the meaning of section 352.
When FDA samples such products, it must provide
notice of that fact to the drug's owner or consignee,
either of whom has the right to appear before the
agency and present testimony.

The “appearance” standard is the key to section 381
because it compels government investigators to
refuse to admit suspect drugs into the US. This
refusal of admission does not have to meet the same
evidentiary burden required to prevail in a civil action
under sections 332 or 334. In this respect, section
381(a) is the single most significant legal obstacle to
the importation of unapproved or misbranded foreign
drugs into the U.S., including Canadian “versions” of
FDA-approved drugs.

Even if importation is limited to U.S.-approved drugs,
FDA still must contend with whether those drugs
“appear” to be adulterated because they have been
handled in a manner inconsistent with section 351
(with which they have to comply under MMA), out-
side the U.S. (and therefore outside of Federal and
state oversight). Thus, even in the case of the MMA,
the Secretary would need to consider whether the
FDA-approved drugs being imported into the U.S. had
not been adulterated while abroad. Since, as noted,
visual inspection reveals little about how a drug was
handled, government investigators are confronted
with a difficult challenge.

It is important to note, however, that drugs that
“appear” to be unapproved, adulterated, or mis-
branded are entering the U.S. now; this is primarily a
function of the volume of personally imported drugs
that is streaming into the U.S., which is so great that
FDA and CBP do not have sufficient resources to
inspect them all.2! The number of personal drug
parcels that are shipped into the U.S. in violation of
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the FD&C Act already far exceeds the number that the
government has the resources to inspect and interdict.

Under section 381(a), FDA must meet certain notice
and due process requirements before it can return
noncompliant drug products to the sender, or author-
ize their destruction. Under 381(a), FDA shall detain
any drug that appears to be adulterated, misbranded,
or an unapproved new drug. FDA is required to noti-
fy either the owner or the consignee of that drug of
such detention and must provide them with an
opportunity to be heard regarding how the drug com-
plies with the FD&C Act. These notice and hearing
requirements consume government resources and
thus may impact FDA's ability to effectively and effi-
ciently process the high volume of drugs (both legal
and illegal) that would be offered into the U.S. under
any importation program. Thus, to free resources to
help FDA inspect the large volume of drugs that
would be imported under MMA, legal changes would
be needed to amend 21 U.S.C. 381(a) to permit FDA
to interdict noncompliant drug products without pro-
viding notice and opportunity for hearing in all cases.

6. 21 U.S.C. 381(d)(1), American Goods
Returned

Section 381(d)(1) is often referred to as the
“American goods returned” provision. Under section
381(d)(1), if a prescription drug was originally manu-
factured in the U.S. and then sent abroad, the only
person who may import that drug back into the U.S.
is the original manufacturer. This is true even if the
drug complies with the FD&C Act in all other respects.

Section 381(d)(1) was passed as part of the PDMA, in
part because Congress found that American goods
returned were “a health and safety risk to American
consumers because they may have become subpotent
or adulterated during foreign shipping and han-
dling."22 Congress viewed storage and handling of
prescription drugs as an important component of
cGMP, without which there was significant risk that
drugs would be adulterated or otherwise substandard.

The MMA modifies section 381(d)(1) by allowing per-
sons other than the manufacturer to re-import U.S.-
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manufactured, FDA-approved drugs that had been
sent abroad.  However, as noted above, the cGMP
concerns at the heart of 381(d)(1) would still apply to
imported drugs. In the absence of 381(d)(1), equiva-
lent protections with respect to the tracking, storage
and handling of imported drugs would likely need to
be imposed and developed in order to assure that
imported drugs meet the same safety and effective-
ness standards as those that have been held in the
U.S. at all times. The MMA offers some new safe-
guards, (in addition to the requirement of compliance
with cGMP), such as product testing and registration,
which the Secretary must assess against the concerns
that prompted Congress to adopt section 381 (d)(1)
in the first place—risks involving adulteration, mis-
handling, and counterfeiting.

7. Title 19 of the U.S. Code, Trademarks

19 U.S.C. 1526 prohibits the importation of merchan-
dise of foreign manufacture if the label bears a trade-
mark owned by a citizen or corporation in the U.S.,
unless written consent of the trademark owner is pro-
duced at the time of entry. This provision is relevant
to drug importation because, as discussed above, the
MMA appears to authorize importers to label
Canadian drugs with FDA-approved labels. In most
instances, both a drug’s trade name and trade dress
are protected intellectual property. However, the
MMA requires the manufacturer of the FDA-approved
drug to authorize the importer to use, at no cost, its
approved drug labeling. To the extent such labeling
could result in confusion along the distribution chain
and inadvertent substitution of non-bioequivalent
drugs, it raises both safety concerns and intellectual
property issues. The intellectual property issues are
discussed further in Chapter 9 of this report.

8. State Pharmacy Laws

The requirements of the FD&C Act notwithstanding,
foreign pharmacies that dispense drugs into the U.S.
also typically violate state pharmacy laws. Most
states prohibit a pharmacy from dispensing drugs to
its citizens unless the pharmacy is licensed in that
state. Moreover, the autonomy of each state legisla-
ture makes it difficult to solve this problem by condi-
tioning the legality of importation on compliance
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with state law. To do so, FDA and CBP would have to
reconcile such a Federal importation law with licen-
sure requirements on a state-by-state basis.

For example, presume a Canadian online pharmacy
that obtained state licenses to dispense drugs into
Montana, Nevada, and Oregon, but still attempted to
dispense drugs into other states as well. Assume that
other Canadian pharmacies operated in a similar
fashion, having just a handful of state licenses. How
could FDA field investigators be expected to know
which foreign pharmacies could legally dispense into
which states? Would they have a master list to con-
sult? If so, who would keep it updated? How? And,
when processing the imported drugs, would FDA per-
sonnel be allowed to rely on a package’s address to
determine whether it appeared to be legal (i.e.,
whether it was intended for Nevada as opposed to a
state in which the pharmacy at issue was unli-
censed)? Such obligations likely would frustrate the
efficiency of the import evaluation process and
aggravate the resource concerns tied to the notice
and hearing requirements in section 381(a). Finally,
as noted above, concerns regarding intellectual prop-
erty could affect whether Canadian labels are able to
comply with state laws.

B. Resource Limitations

While the volume of imported drugs has increased
enormously, neither FDA nor CBP has received addi-
tional resources or authorities to process these ship-
ments. Chapter 5 of this report provides a more
detailed discussion of the types and amount of
resources that would be needed for FDA to adequate-
ly inspect the current amount of imported pharma-
ceuticals. It is likely that legalizing importation would
increase the volume of imported drugs even further.
In addition, FDA would have to build a program capa-
ble of managing the types of activities specified in
MMA and implement any additional measures neces-
sary to ensure the health and safety of the American
public.

Based on the importation program proposed by the
MMA, additional issues to be addressed would
include, but may not be limited to, the elements
noted in the chart below. Numerous issues identified
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would require additional statutory and regulatory
authority, as well as concomitant resources. It is dif-
ficult to predict the actual costs of an importation
program without specific information on the type of
program, however, it is clear that any program would
need substantial resources for infrastructure, IT
needs, personnel, and associated required measures.
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ISSUE ASSOCIATED ACTIVITIES

Eligible Products

Development and maintenance of list of eligible products.
Public dissemination of information about which products are eligible.

Additional manufacturing inspections.

Excluded Products

Develop list of excluded products.
Update list.

Exporters

Guidance and rulemaking for registration policies and procedures, including submission, denial, suspension,

revocation, and bond forfeiture.

Partnerships with foreign health authorities to verify status of exporters.
Development and maintenance of an electronic database.

Enforcement.

Adequacy of notice regarding eligible exporters.

Importers

Guidance and regulation development for registration policies and procedures, including necessary informa-
tion, submission, recordkeeping requirements, denial, suspension, revocation, and bond

forfeiture.

Partnerships with states to verify licensure including State enforcement of licensure, etc., and good standing.
Development and maintenance of an electronic database.
Enforcement against unregistered importers.

Limits on
Personal Importation

Examination of any necessary changes to the personal importation policy.
Examination of packages. Inadequacy of resources.

Return and/or destruction of illegally imported drugs.

Enforcement against those facilitating personal imports.

Pedigree

Guidance or rulemaking re: pedigree requirement.

Enforcement.

Partnerships with foreign health authorities to verify transactions.

Labeling and
Disclosure Requirements

Rulemaking re: any additional labeling requirements for imported drugs.
Development and maintenance of electronic repository of labeling.

Enforcement.

Partnerships with states to ensure that pharmacists comply with labeling requirement.

Packaging Requirements

Rulemaking re: any additional packaging requirement for imported drugs.

Enforcement.

Authority to Stop Imports

Monitoring packages at border and destruction and/or return to sender.

Working agreements with Customs.
Statutory due process.

Adverse Event Reporting

Guidance or rulemaking re: reporting for imported drugs.

Adequacy of adverse event reporting.

Monitoring and following-up on adverse events.

Reporting of Quality Problems
by Importers

Guidance or rulemaking on when, where, and how to report.

Receipt and follow-up on reports.
Enforcement.

Recall

Guidance or rulemaking on recall procedures.

Management of recalls.

Inspections

Develop inspectional program; Conduct inspections; Analyze results.
Enforcement if adverse inspectional results.

Means of Monitoring
Impact on Public Health

Develop sampling and testing plan.
Conduct sampling and testing.

Analyze, disseminate, and act on results.

Means of Terminating Some or
All Imports on an Emergency
Basis

Means of Terminating Some or All Imports on an Emergency Basis Monitoring for risks to health.

Communication to field and public.
Limiting Ports of Entry.

Limiting Ports of Entry

Rulemaking.
Enforcement.
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1 For the most part, where we discuss “importation” in
this chapter, we are referring to commercial importation.

2 Because importation under MMA is limited to Canada,
the discussion in this Chapter addresses importation
from Canada, unless otherwise noted.

3 Intellectual property laws would impact an importation
program as well. See Chapter 9 of this report for an
analysis of the impact on intellectual property rights.

4 Drug importation may also impact other U.S. laws and
regulations that are enforced by agencies, such as CBP
and the U.S. Postal Service, however, a legal analysis for
these agencies was not performed for this report.

5 Under 21 U.S.C. 321(p), a “new drug” is defined to
include “any drug . . . the composition of which is such
that such drug is not generally recognized, among
experts qualified by scientific training and experience to
evaluate the safety and effectiveness of drugs, as safe
and effective for use under the conditions prescribed,
recommended, or suggested in the labeling thereof . . .
." This definition is broad enough to include all prescrip-
tion drugs offered for sale into the U.S. from abroad.

6 See 21 U.S.C. 355(a), (b), and (d).

7 ANDAs may also be approved for drugs that differ from
the approved innovator drug in terms of an active ingre-
dient, dosage form, strength, or route of administration.
Drugs approved through this mechanism are not thera-
peutically equivalent to the innovator product and, thus,
not substitutable.

8 If, as the MMA provides, the drugs allowed into the U.S.
are restricted to FDA-approved drugs, there are other
potential safety concerns discussed elsewhere in this
chapter that are not tied directly to the pre-approval
process in section 355. Limiting importation to FDA-
approved drugs may limit the number of drugs eligible
for importation for a number of reasons, including the
product-specific scope of an NDA approval, as discussed
above, and other reasons, including a manufacturer’s
ability to limit foreign sales of its FDA-approved drugs,
which are elaborated in detail in Chapter 7.

9 See United States v. Baxter Healthcare Corp., 712 F.
Supp. 1352 (N.D. Ill. 1989), aff'd, 901 F.2d 1401 (7th Cir.
1990).

10 See 21 CFR 314.70(b).

11 See 21 CFR 314.70(b)(2)(vi).

12 21 U.S.C. § 384(c)(1).

13 21 U.S.C. § 384(k) provides that “[n]othing in this sec-

tion limits the authority of the Secretary relating to the

importation of prescription drugs, other than with
respect to section 801(d)(1) as provided in this section.”

21 U.S.C. § 384(h). Trademark and other issues associat-

ed with this provision are discussed in Chapter 9.

See U.S. v. Articles of Drug, 625 F.2d 665, 673-75 (5th

Cir. 1980);_U.S. v. Baxter Healthcare Corp., 712 F. Supp.
1352, 1359 (N.D. lll. 1989), aff'd, 901 F.2d 1401 (7th Cir.

14

15
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1990); U.S. v. Premo Pharmaceutical Laboratories Inc.,
511 F. Supp. 958, 977 n.23 (D.N.J. 1981).

16 See 21 CFR 201.100(c)(2).

17 See 21 CFR 201.5.

18 See 21 CFR Parts 210 and 211.

19 P.L. 100-293, Section 2(4).

20 See Chapter 6 of this report for a discussion of the
issues associated with such agreements.

21 See Chapters 1 and 5 of this report for additional discus-

sion of the current volume of imported drugs and the

agency resources necessary to adequately inspect these

packages.

P.L. 100-293, section 2(4).

22
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Impact on the Pharmaceutical Distribution System

CHAPTER HIGHLIGHTS:

The drug distribution network for legal prescription drugs in the U.S. is a “closed” system that involves sev-
eral players (e.g., manufacturers, wholesalers, pharmacies) who move drug products from the point of man-
ufacture to the end user, and provides the American public with multiple levels of protection against receiv-
ing unsafe, ineffective, or poor quality medications. This system evolved as a result of legislative require-
ments that drugs be treated as potentially dangerous consumer goods that require professional oversight
to protect the public health. The result has been a level of safety for drug products that is widely recognized
as the world’s “gold standard.” Legalized importation of drugs in such a way that creates an opening in
the “closed” system will likely result in some increase in risk, as the evidence shows that weaknesses in the
oversight of drug regulation and the distribution system have been exploited. For example, doing so would
increase the opportunity for counterfeit and other substandard drugs to enter and be dispersed into the U.S.
drug distribution system.

Key PoiInTs:

e The U.S. distribution system is a relatively closed system. Legalizing importation will open this system
likely resulting in some increase in risk.

e |mportation increases the opportunities for counterfeit and other substandard drugs to enter and be
dispersed into the U.S. drug distribution system.

e A commercial importation scheme could be feasible with adequate resources and authorities where
specific measures could be implemented to maintain a closed distribution system with necessary
checks and balances. However, it would be extraordinarily difficult to achieve this result if personal
importation were legalized.

e Additional authorities and resources may be needed to create a U.S.-based registration and licensure
scheme for importers and exporters.

e To maintain current levels of safety, standards of practice at the level that currently exist in the U.S.
would need to apply to all foreign drug suppliers under a commercial importation program. In addi-
tion, Memoranda of Understanding (MOU) may be needed with the affected countries to ensure
effective enforcement.
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. WHAT WE SOUGHT COMMENT ON

Congress asked HHS to assess the pharmaceutical
distribution chain and the need for, and feasibility of,
modifications in order to assure the safety of import-
ed products.

To further explore this issue, we asked for
comment on:

e |s it appropriate or necessary to limit importation
to specific persons (e.g., pharmacists, wholesalers,
individuals under certain circumstances) and how
would such limitations impact the availability of
these products?

e Should a U.S. licensure or certification process be
implemented for foreign entities?

e |[s it appropriate for the U.S. to impose additional
requirements for the import distribution system to
assure safety?

e What processes and criteria would be necessary to
ensure (i.e., certify) that a specific importer abides
by the standards of pharmacy practice that are at
least as rigorous as U.S. standards? Would limit-
ing the number of countries from which importa-
tion be permitted make the certification less costly
and more effective?

e Should legal importation be limited to wholesale
shipments?

e Should legal importation by individuals be restrict-
ed to pharmacies that serve citizens of the export-
ing country or those that only export?

e Does FDA or other agencies need additional
authorities to inspect facilities making products
intended for export to the U.S.? What types of
inspection authority?

e Would additional requirements for drug pedigree
and track and trace records be useful in assisting
in the assurance of the security of these imports?
What other mechanisms would be required to
enable tracking to ensure compliance with U.S.
laws and regulations or requirements for importa-
tion?

e Would special import packaging and prior notifi-
cation be useful?

e What reporting requirements would be needed for
adverse events and how would they be enforced?
What about foreign reporting requirements?
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Il. WHAT THE COMMENTS SAID

Many comments discussed concerns about the safety
of a drug importation program. Several comments
suggested limiting importation to wholesalers and
pharmacies. Some stated that they want the benefit
of lower-cost imported drugs, but they want to go to
their local pharmacy to get their prescriptions. Others
noted that limiting importation to commercial entities,
rather than individuals, would help to maintain the
relatively closed distribution system in the U.S. Other
comments noted that the closed distribution system in
the U.S. has ensured a safe drug supply in this country,
and that introduction of drugs that have not been
maintained within the control of the U.S. distribution
system could permit counterfeit, adulterated, mis-
branded, or other problem products to enter the U.S.
distribution system. Several comments suggested
that importation be limited to wholesale shipments
because it would be impossible to monitor the influx
of the enormous volume of small packages that would
be entering the U.S. daily if personal importation were
legalized. Still other comments suggested legalizing
drug importation only from licensed Canadian phar-
macies to licensed U.S. pharmacies.

Of the comments that supported drug importation,
several stated that importation should be restricted
to foreign pharmacies and wholesalers that are
licensed in the foreign country by a reputable, gov-
ernmental entity, are routinely inspected, and that
comply with the usual and customary practice for dis-
pensing and distributing drugs. A few comments sug-
gested that either the states or FDA accredit export-
ing pharmacies and wholesalers and that they be
subject to oversight by the accrediting entity.

Many comments supported the use of a pedigree to
document the chain of custody of the drug. They
believed that it is important to document the move-
ment of the drug from the manufacturer through
each subsequent sale or transaction until it ultimate-
ly reaches the consumer. Some comments, although
supportive of the concept, were critical of paper
pedigrees because they can be forged. However,
these comments also noted that the widespread
adoption of an electronic pedigree is many years
away.
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Comments did not suggest specific processes or crite-
ria to ensure that a specific exporter would abide by
standards of practice that are at least as rigorous as
U.S. pharmacy standards. A few comments pointed to
the verified internet pharmacy practice site (VIPPS)
program that is managed by the National Association
of Boards of Pharmacy as a means of certifying and
credentialing internet pharmacies. They noted that
this system maintains rigorous standards to ensure
that internet pharmacies follow usual and customary
pharmacy practice standards. We received no com-
ments on whether limiting the countries from which
importation is permitted would make a certification
process less costly or more effective, or both.

We received no specific comments discussing
whether personal importation should be restricted to
Canadian pharmacies that serve a significant number
of citizens; however, several comments noted that if
the pharmacies are good enough for Canadian citi-
zens, they should be good enough for U.S. citizens.
These comments appear to presume that the pharma-
cies currently selling drugs into the U.S. are the same
pharmacies serving Canadian citizens. Other com-
ments expressed concern that pharmacies that are
set up in foreign countries specifically for export may
be used as portals for transshipment of unregulated
drugs into the U.S., especially if the foreign govern-
ment does not closely oversee these ‘for export only’
pharmacies.

A few comments suggested that FDA would need
additional authority to conduct foreign inspections at
foreign manufacturing facilities and to certify the pro-
duction lines they make.

One comment suggested that the value of special
packaging for imported drugs would be limited, but
that prior notification, with reasonable time frames,
would be useful.

Some comments recognized that a system must be
established to address adverse events or quality
problems with imported drugs. One comment stated
that both the U.S. and Canada have sufficient report-
ing systems and should share the information. A few
comments noted that physicians need to be educated
to ask where the patient got the medication if they
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suspect that an adverse event is associated with the
drug.

lll. DISCUSSION

A. Overview of the Current U.S. Drug
Distribution System

The current regulatory system provides the American
public with multiple levels of protection against
receiving unsafe, ineffective, or poor quality medica-
tions.  First, as required under the FD&C Act, FDA
maintains high standards for prescription drug
approval.

Second, once the drug is approved, the manufacturer
must continue to comply with cGMP regulations to
ensure that the quality of the product is systematical-
ly evaluated throughout the manufacturing process.
The specific registered facility where the product is
manufactured remains subject to periodic inspection
by FDA.

Third, pharmacies and wholesalers who sell or distrib-
ute prescription drugs in the U.S. must be licensed or
authorized by the states in which they operate.

Fourth, there are limited channels of entry into the
American drug supply, thereby reducing the opportu-
nity to place counterfeit or poor quality medications
into the U.S. commercial distribution system. Today,
prescription drugs on U.S. pharmacy shelves general-
ly arrive either directly from a manufacturing facility,
domestic or foreign, that meets FDA requirements, or
from a U.S. wholesaler who receives the approved
drug from a manufacturing facility that meets FDA
requirements. Together, FDA and the states can exer-
cise oversight of every step within the commercial
drug distribution chain from the manufacturing of the
product to the point of sale to the consumer. One
exception to this process is when the original U.S.
manufacturer re-imports its own FDA-approved prod-
uct into the U.S. However, even in this instance, the
manufacturer must possess documentation that the
product is authentic, has been properly handled, and
is (as necessary) relabeled for the U.S. market. And,
since the manufacturer is best equipped to evaluate
the authenticity and quality of the re-imported drug,
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the law allows only the original U.S. manufacturer to
bring its own U.S.-made drugs back into the U.S. This
helps assure that U.S.-made drugs that were mishan-
dled abroad are not placed into U.S. commerce by
other importers who do not have sufficient familiari-
ty with the drugs to recognize if their quality or
integrity has been compromised.

The U.S drug distribution system is a relatively closed
system that involves several players (e.g., manufactur-
ers, wholesalers, retailers) who move drug products
from the point of manufacturing to the end user who
dispenses the drug to the patient. As part of this sys-
tem, each player is accountable to maintain the
integrity of the product in its possession as it moves
through the supply chain, which ensures that the prod-
uct the consumer receives will be safe and effective
and is of high quality. This system is intended to ensure
that the American public does not consume drugs that
do not meet FDA and state standards. Once a product

leaves this closed system, FDA's ability to assure that it
is an authentic FDA-approved product or being proper-
ly handled is significantly hampered.

Figure 3.1 shows several models that are used to
move prescription drug products through the U.S. dis-
tribution system.

B. Vulnerabilities in the U.S. Drug
Distribution System

Even though the U.S. drug distribution system is
among the safest in the world, vulnerabilities in the
system create opportunities for unscrupulous activity.
FDA's Counterfeit Drug Task Force Report! describes
several of these vulnerabilities. Such activities
include counterfeiting, diversion, incomplete pedi-
grees, inadequate or no authentication, repackaging,
tamper-evident packaging, and illegal importation.

Figure 3.1
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1. Counterfeit Drugs

Counterfeiting of medications is a particularly devi-
ous practice. Drug counterfeiters not only defraud
consumers, they also deny ill patients the therapies
that can alleviate suffering and save lives. Although
we received different figures describing the global
prevalence of counterfeit drugs, it is clear that in
some countries counterfeiting is endemic—uwith
some consumers having a better chance of getting a
fake medicine than a real one. In many more coun-
tries, counterfeit drugs are common. In the U.S., arel-
atively comprehensive system of laws, regulations,
and enforcement by Federal and state authorities has
kept counterfeiting rare, so that Americans can have
a high degree of confidence in the drugs they obtain
through legal domestic channels. In recent years,
however, there have been growing efforts by increas-
ingly well-organized counterfeiters backed by
increasingly sophisticated technologies and criminal
operations to profit from drug counterfeiting at the
expense of American consumers. Figure 3.2 illus-
trates that the number of counterfeit cases FDA has
opened over the last seven years has been rising
steadily.

Figure 3.2
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2. Diversion

Diversion is the sale of drugs outside of the distribu-
tion channels for which they were originally intend-
ed. Diverted drugs can originate domestically, when
there is illegal redirection of prescription drugs from
otherwise legitimate sources. For example, free sam-
ples supplied to health care providers or lower-priced
drugs intended for nonprofit clinics or Medicaid pro-
grams may be diverted and illegally sold into the U.S.
distribution system. Additionally, diverted drugs can
originate in a foreign market. For example, diversion
occurs when donated or lower-priced product that is
intended for use in one country is, instead, shipped to
and sold in another country where the market price is
higher. Counterfeit drugs also are associated with the
practice of diversion. Diversion facilitates the entry
of counterfeit drugs into the U.S. distribution system.
Those individuals or entities who sell or purchase
diverted drugs are less able to verify the integrity of
these drugs because they are purchased outside the
normal distribution chain and without the usual reg-
ulatory safeguards. This allows unscrupulous peddlers
to commingle counterfeit, substandard, or otherwise
adulterated or misbranded products with authentic
drugs in the U.S. distribution system.

3. Incomplete
Pedigrees

A pedigree is a statement
of origin that traces the
drug from the point of
manufacture and contains
information about all
transactions that the prod-
uct undergoes until it
reaches the end user. It is
also referred to as “chain
of custody” documenta-
tion. Not all wholesalers
are required to provide
pedigrees under Federal
law. However, when they
are required, products with
incomplete pedigrees, such
as pedigrees that are miss-
ing one or more transac-

2002 2003
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tions along the chain of distribution are more difficult
to track and trace to establish authenticity than prod-
ucts that have complete pedigree information.

4. Inadequate or No Authentication

It is important for purchasers in the U.S. drug distribu-
tion chain to have confidence that the products they
are purchasing are genuine articles (i.e., by authenti-
cating the product). Counterfeiters are using tools
and processes to copy drug products and their label-
ing and packaging to such an exact degree that even
the manufacturer of the authentic product has diffi-
culty determining whether a product is real or fake.
On the other hand, there are new and emerging tech-
nologies that can be used to identify counterfeits.
Unfortunately, at this time, these authenticating tech-
nologies often are not incorporated into the drug
product, labeling, or packaging.

5. Repackaging

Repackaging may destroy the anti-counterfeiting
measures used in the original packaging and labeling
of the drug. It may also provide a point of entry for
expired, adulterated, or counterfeit drugs into the dis-
tribution system because they may be repackaged in
a way that makes them appear to be legitimate prod-
ucts. Finally, counterfeit and diverted product may be
commingled with authentic product during the
repackaging process, thereby finding its way to an
end user.

6. Tamper-Evident Packaging

Currently, many prescription drug products do not uti-
lize tamper-evident features. Without tamper-evident
features, the original packaging may be reused for
counterfeit or diverted product so that it is more eas-
ily passed off as legitimate product. The reuse of old
prescription drug containers found in trash facilities
or taken from hospitals and clinics is also a significant
problem; because no tamper-evident feature has to
be replicated, this packaging can be reused easily to
distribute counterfeit, adulterated, or unapproved
drugs. While tamper-evident packaging can be an
important part of a company's anti-counterfeiting
approach, it has limits because counterfeit products
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can be repackaged into legitimate-appearing packag-
ing (including features intended to mimic legitimate
tamper-evident features).

7. Importation

When consumers purchase medications from outside
the US. (e.g., internet purchases, cross-border pur-
chases), whether safe or unsafe, a portal of entry is
created for counterfeit drugs into the U.S. distribution
system. Counterfeiters can take advantage of this
entryway by combining many small purchases from
foreign countries into one and selling them to U.S.
wholesalers or other unsuspecting entities. Due to the
extensive resources involved in preventing small
quantities of drugs from entering the U.S., as the vol-
ume of unapproved drug imports increases, it is more
difficult for FDA to use its existing resources to iden-
tify and stop unsafe importations.

C. Recent Efforts to Strengthen the U.S.
Drug Distribution System

FDA's Counterfeit Drug Task Force report, which was
released in February 2004, includes a comprehensive
framework for securing the pharmaceutical supply
chain against modern counterfeit threats. The FDA
Counterfeit Drug Task Force reached the following
conclusions about securing the Nation's drug supply:

e Implementation of new technologies is needed
to better protect our drug supply;

e The adoption and common use of reliable track
and trace technology is feasible by 2007 and
would help secure the integrity of the drug sup-
ply chain by providing an accurate drug “pedi-
gree;”

e Authentication technologies for pharmaceuticals
have been sufficiently improved so that they can
now serve as a critical component of any strate-
gy to protect products against counterfeiting;

e Adoption of electronic track and trace technolo-
gies is necessary to accomplish and surpass the
goals of the PDMA;

e States must adopt and enforce strong, proven
anti-counterfeiting laws and regulations;

¢ Increased criminal penalties could help to deter
counterfeiting and more adequately punish those
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convicted;

e All participants in the drug supply chain should
adopt secure business practices;

e FDA must develop a system that helps ensure
effective reporting of counterfeit drugs and
strengthens FDA's rapid response to such reports;

* FDA must educate consumers and health profes-
sionals about the risks of counterfeit drugs and
how to protect against these risks; and

e FDA must collaborate with foreign stakeholders
to develop strategies to deter and detect coun-
terfeit drugs globally.

We find that the efforts of the National Association of
Boards of Pharmacy in updating the Model Rules for
Licensure of Wholesale Distributors, if and when
adopted by all of the states, would make a significant
impact in ensuring that wholesalers who distribute
drugs in the U.S. are legitimate and take the neces-
sary steps to maintain the integrity of the U.S. drug
supply. Although some states are beginning to con-
sider adoption of these Model Rules, we are aware of
only three states that have adopted these or similar
laws to date. Without stronger state laws for the
licensure of wholesale distributors, legalized drug
importation would create avenues for unscrupulous
wholesalers to capitalize on access to global markets
to obtain counterfeit, adulterated, substandard, and
otherwise questionable drugs, and introduce them
into the U.S. drug supply chain.

D. Need and Feasibility of Modifications
to Ensure Safety of Foreign Imports

In assessing whether modifications to the U.S. drug
distribution system are needed or feasible to ensure
the safety of foreign imports, it is important to con-
sider commercial importation separate and distinct
from personal importation.  Under a commercial
importation scheme, although there potentially could
be tens of thousands of participants involved in
importation transactions, with adequate resources
and authorities, specific measures could be imple-
mented to maintain a closed distribution system with
necessary checks and balances. However, under a
personal importation scheme, each individual con-
sumer becomes an importer who has limited knowl-
edge and resources to ensure the legitimacy of enti-
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ties that offer drugs for sale, particularly over the
internet. As discussed earlier in this report, the sheer
volume of packages that would come in under a per-
sonal importation scheme would make it extraordi-
narily difficult for FDA and CBP to adequately inspect
drugs for compliance, regardless of the specific
requirements under the importation program. It
would be nearly impossible to maintain a closed dis-
tribution system in this “buyer beware” environment.

1. Commercial Importation

a. Licensure scheme

Although an exporting wholesaler or pharmacy may
be licensed or registered in the exporting country, the
usual and customary standards of practice in that
country may be different than those in the U.S. As
discussed later in this report, many laws and regula-
tions in foreign countries do not extend to exporters
or to the products they export, which would create
openings in the distribution system.

A number of comments noted that an essential com-
ponent of maintaining a safe system is knowing who
is involved in the distribution chain and ensuring that
they abide by the required rules and regulations. Only
then could FDA guarantee the safe and proper han-
dling of the drugs and assure that only legal drugs
are imported. Consequently, under a legalized com-
mercial importation program, foreign wholesalers
and pharmacies would need to abide by a level of
standards of practice that are at least as rigorous as
U.S. wholesale and pharmacy standards. This may
include registration and licensure in the US. by a
state or Federal entity, and consist of, among other
things, background checks, periodic inspections, min-
imal standards for storage and handling, due dili-
gence, and recordkeeping requirements.

Additional statutory authority and resources may be
needed to create a U.S.-based registration and licen-
sure scheme for importers and exporters. In addition,
Memoranda of Understanding may be needed with
the affected countries to ensure effective enforce-
ment, such as agreement that the U.S. government
can inspect entities in the foreign country.
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b. Chain of Custody

A reliable pedigree that documents the chain of cus-
tody of the drug product from the point of manufac-
turer to the point of dispensing is crucial to ensure
that the integrity of the product is maintained while
it is abroad. Paper pedigrees, which are in use today,
have significant limitations. They are subject to fail-
ures to keep adequate records and can be forged,
thus making them an unreliable means for document-
ing the chain of custody.

Mass serialization, which involves assigning a unique
number to each case, pallet, and package of drugs, is
considered the most effective way to secure and
monitor the movement of drugs through the distribu-
tion chain. Both private and public efforts to imple-
ment radio-frequency identification (RFID) as a
means of mass serialization to create a de facto elec-
tronic pedigree are currently underway. FDA's
Counterfeit Drug Task Force Report urged the adop-
tion and common use of RFID as the standard track
and trace technology in the U.S. by 2007.

Migration to RFID as a primary means of creating an
electronic pedigree is voluntary for the private sector.
FDA did not issue any regulations or requirements for
implementation.  Rather, FDA is relying on the
momentum and enthusiasm demonstrated by the pri-
vate sector towards implementation. At the same
time, some wholesalers and retailers may find it eco-
nomically infeasible to purchase the necessary tech-
nology as early adopters, leaving part of the distribu-
tion chain to rely on other means to document the
chain of custody. However, even in these instances
(which are expected to be rare), these U.S. whole-
salers and retailers will be doing business within the
U.S. closed distribution system, which provides for
other checks and balances in the system.

The current RFID efforts are focused on securing the
domestic drug supply. Although there are discussions
to create a comprehensive, global RFID system, adop-
tion would be many years away. Even when RFID is
fully implemented in the U.S., it cannot be relied upon
to secure products that leave the U.S. The widespread
implementation foreseen in the U.S. will allow the
RFID-tag on products to be read seamlessly as they
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travel in and out of warehouses, distribution centers,
and retailer establishments, creating an electronic
pedigree. This would not be the case for an imported
product, even if it originated in the U.S. When an
RFID-tagged product leaves the U.S., it could be han-
dled by many entities that are outside the U.S. closed
system and may not be RFID-equipped. Even if an
RFID-tagged drug product comes into the U.S. from an
RFID-equipped exporter, there is no way to know who
else handled the product, whether it was handled or
stored appropriately, what other countries the product
passed through, or even whether it was opened and
the contents replaced with counterfeit, adulterated, or
substandard product.

c. Prior notice

One mechanism raised by the comments that is used
by FDA and CBP to aid in prioritizing their efforts to
evaluate food imports is the prior notice require-
ments. The Public Health Security and Bioterrorism
Preparedness and Response Act of 2002 (the
Bioterrorism Act)? requires that FDA receive prior
notice of food imported into the U.S. Under the
Bioterrorism Act, information is provided electronical-
ly to CBP and FDA in advance of an imported food's
arrival to the U.S. Such information includes, among
other things, identification of the submitter, including
name, telephone and fax numbers, email address,
firm name and address; mode of entry (e.g., boat,
plane, truck); identification of the manufacturer;
country of production; shipper information; and antic-
ipated arrival information. FDA uses this information
in advance of the arrival to review, evaluate, and
assess the information, and determine whether to
further inspect or hold the imported food.

Although FDA only recently implemented the prior
notice system for foods in December 2003, the expe-
rience and lessons learned from developing, imple-
menting, and running this system could be evaluated
to determine if it would be feasible to implement a
similar system for a drug importation program and
what, if any, modifications should be considered.
New statutory authority and sufficient resources may
be needed to develop, implement, and carry out a
prior notification system for imported drugs.
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d. Markings/Country of Origin

Consumers want to know if the drug product they are
taking was distributed first in foreign commerce or if
it is an FDA-approved product that was manufactured
at an FDA-inspected facility and was subject to the
requirements of the current domestic drug distribu-
tion system at all times. Furthermore, without any
markings on the package indicating that the product
was imported under an importation program or list-
ing the country of origin, domestic and foreign prod-
uct can become commingled as they travel through
the U.S. drug distribution system. This foreign versus
domestic distinction could be maintained if a reliable
chain of custody pedigree followed the product
through the supply chain, however, as discussed
above, it may be several years before a reliable pedi-
gree system is available. The addition of country of
origin information to the labeling of non-FDA
approved drug products would also provide more
accurate and useful information when reporting an
adverse event to FDA.

e. Inventory Control

We heard from the comments that if importation
were legalized, U.S. warehouses and distribution cen-
ters that import drugs would need to have processes
and procedures in place to distinguish and segregate
imported drug products from domestic drug products
in their inventory. Some pharmacies may not want to
purchase the imported product or some consumers
may not want to get the imported product if it is not
FDA-approved. As a result, unless a wholesaler or
retailer deals solely in U.S. inventory, control and
recordkeeping systems would have to be modified to
meet this new demand.

f. Labeling

Sections 352 and 352(b)(2) of the FD&C Act and their
implementing regulations set forth labeling require-
ments for prescription drugs. These requirements are
important to ensure the safe and effective use of the
drug. The labeling for prescription drugs is approved
by FDA and is specific for each drug. Even if an
imported foreign drug is chemically identical to an
FDA-approved product, it may not have the FDA-
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approved labeling for the product. Under a legalized
importation program, accommodation would need to
be made in the U.S. drug distribution system for the
re-labeling of imported drugs unless the U.S.-
approved labeling is accompanying the product.

Re-labeling of imported drugs raises several con-
cerns.  First, re-labeling raises a drug safety issue
because it leaves the product vulnerable for product
mix-ups in the process. Second, as mentioned above,
the labeling is specific for each drug. Merely attach-
ing the labeling for one drug product to another drug
product may not be appropriate if there are differ-
ences in the imported and domestic product, such as
inactive ingredients or dyes.

g. Testing/Authentication

It is critical to guarantee that the imported drug is
authentic product. As discussed in Chapter 6, foreign
health agencies do not guarantee the safety and effi-
cacy of exported products from their countries.
Furthermore, opportunities exist for drugs to be ille-
gally transshipped through a foreign country and
imported into the U.S. In this situation, imported
drugs may appear to be coming from one country, but
actually originate in another country and just pass
through the exporting country. A safe distribution
system cannot exist when transshipment occurs
because the source of the drugs and the integrity of
the drugs are called into question.

Testing or authentication of the imported drug can
verify if the active ingredient is present. However,
these tests cannot identify the purity and potency of
the product. Furthermore, there is no single technol-
ogy or machine that could do this test for all products
as they enter the country and, even if there was, it
would be prohibitively resource intensive and logisti-
cally impossible to test all imported products. Even
if this could be done, it would slow down the access
and availability of drugs while the results were pend-
ing. Nonetheless, a significant testing